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NOTICE OF MEETING AND AGENDA

Enforcement and Compounding Committee Meeting
June 4, 2013

Contact Person: Laura Hendricks
(916) 574-7918

Note: This is a combined meeting to discuss enforcement and compounding matters.

An E-Pedigree meeting will occur on June 24, 2013, in Sacramento.

This committee meeting is open to the public and is accessible to the physically disabled. A person who needs a
disability-related accommodation or modification in order to participate in the meeting may make a request by
contacting Laura Hendricks at (916) 574-7918, by emailing laura.hendricks@dca.ca.gov or sending a written request to
Ms. Hendricks at the Board of Pharmacy, 1625 N. Market Blvd., Suite N-219, Sacramento, CA 95834. Providing your
request at least five business days before the meeting will help to ensure availability of the requested accommodation.

Note: Pharmacists and pharmacy technicians who attend the full committee meeting can be awarded two hours
of CE, in accordance with the board’s CE policy. A maximum of four CE hours can be earned each year by
attending the meetings of two different board committees.

DATE: June 4, 2013

PLACE: Department of Consumer Affairs / Hearing Room
1625 N. Market Blvd
Sacramento, CA 95834

This meeting may be cancelled without notice. For verification of the meeting, call (916) 574-7900 or access the Board’s
Web site at www.pharmacy.ca.gov.

Discussion and action may be taken on any item on the agenda. The committee may discuss agenda items in
any order. Board members who are not on the committee may attend, but may not vote. Time limitations for
discussion and comment will be determined by the committee chair.

Agenda
Call to Order 9:30 a.m.
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Enforcement Matters:

a. Enforcement and Compounding Committee Meeting Dates for the Remainder of 2013:
September 10 and December 3

b. Discussion on Whether Emerging Technologies Necessitate Revisions to Title 16, Section 1713 of the
California Code of Regulations

c. Request from California Society of Health-System Pharmacists to Discuss Drug Shortages

d. Implementation of Penal Code Section 11105 — Board Requirement to Provide Criminal Offender
Record Information to an Applicant or Licensee When the Information Is Used as the Basis for an
Licensing Decision

e. National Association of Boards of Pharmacy Report on Sales of Fake and Substandard Medications
f. NABP Announces Development of Standards for the .pharmacy Generic Top Level Domain for

Internet Pharmacy Web Sites

Il Compounding Matters

a. Discussion on Pending California Legislation on Sterile Compounding:
Senate Bill 294 (Emmerson) and Assembly Bill 1045 (Quirk-Silva)

b. Discussion of Recent Federal Reports and Articles Relating to Compounding Pharmacies

1. FDA’s Oversight of NECC and Ameridose: A History of Missed Opportunities?

2. Office of Inspector General Memorandum Report: High-Risk Compounded Sterile
Preparations and Outsourcing by Hospitals That Use Them, OEI-01-013-00150

3. ASHP Guidelines on Outsourcing Sterile Compounding Services

4. FDA’s Guidance for FDA Staff and Industry — Marketed Unapproved Drugs, Compliance Policy
Guide

5. U.S. Senate Health, Education, Labor and Pensions Committee Report: The Case for Clarifying
FDA Authority: Large-Scale Drug Compounding and the Ongoing Risk to Public Health

6. Miscellaneous Articles

c. Proposed Federal Legislation on Compounding Introduced by the U.S. Senate (S. 959)
d. Discussion Regarding USP’s 797 Standards and Regulation Requirements of the Board of Pharmacy

e. Discussion Regarding “Batches”

b

Discussion of the Board of Pharmacy’s Questions and Answers Document on Compounding
g. Outcomes of Recent Sterile Compounding Inspections
h

Recalls of Compounded Drugs Throughout the United States

I1l.  Closing Comments

IV. Public Comment on Items Not on the Agenda/Agenda Items For Future Meetings
Note: The committee may not discuss or take action on any matter raised during this public comment
section that is not included on this agenda, except to decide whether to place the matter on the agenda
of a future meeting. [Government Code Sections 11125, 11125.7(a)]

ADJOURNMENT 4 p.m.
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June 4, 2013

To: Members, Enforcement and Compounding Committee

Subject: Agenda Item I(a): Enforcement and Compounding Committee Meeting Dates
for the Remainder of 2013

Provided below are the committee dates for the remainder of the year.

e September 10: Sacramento
e December 3: TBD



California State Board of Pharmacy STATE AND CONSUMER SERVICES AGENCY
1625 N. Market Blvd, N219, Sacramento, CA 95834 DEPARTMENT OF CONSUMER AFFAIRS
Phone: (916) 574-7900 GOVERNOR EDMUND G. BROWN JR.
Fax: (916) 574-8618

www.pharmacy.ca.gov

June 4, 2013
To: Members, Enforcement and Compounding Committee

Subject: Agenda Item | (b): Discussion on Whether Emerging Technologies Necessitate Revisions
to Regulations That Govern the Use of Automated Delivery Devices

Background:

Several years ago, the board promulgated regulations (16 California Code of Regulation section 1713) to
allow for the use of automated delivery devices, which are markedly like vending machines, to permit
the furnishing of refill medication in specified circumstances, to include the requirement that the patient
must opt in to use the machine and that the medication to be refilled through the machine is
appropriate. The complete conditions are listed below in the bolded segment of section 1713.

1713 Receipt and Delivery of Prescriptions and Prescription Medications Must be To or From

Licensed Pharmacy

(a) Except as otherwise provided in this Division, no licensee shall participate in any arrangement
or agreement, whereby prescriptions, or prescription medications, may be left at, picked up
from, accepted by, or delivered to any place not licensed as a retail pharmacy.

(b) A licensee may pick up prescriptions at the office or home of the prescriber or pick up or deliver
prescriptions or prescription medications at the office of or a residence designated by the
patient or at the hospital, institution, medical office or clinic at which the patient receives
health care services. In addition, the Board may, in its sole discretion, waive application of
subdivision (a) for good cause shown.

(c) A patient or the patient’s agent may deposit a prescription in a secure container that is at the
same address as the licensed pharmacy premises. The pharmacy shall be responsible for the
security and confidentiality of the prescriptions deposited in the container.

(d) A pharmacy may use an automated delivery device to deliver previously dispensed
prescription medications provided:

(1) Each patient using the device has chosen to use the device and signed a written consent
form demonstrating his or her informed consent to do so.

(2) A pharmacist has determined that each patient using the device meets inclusion criteria
for use of the device established by the pharmacy prior to delivery of prescription
medication to that patient.

(3) The device has a means to identify each patient and only release that patient’s
prescription medications.

(4) The pharmacy does not use the device to deliver previously dispensed prescription
medications to any patient if a pharmacist determines that such patient requires
counseling as set forth in section 1707.2(a)(2).

(5) The pharmacy provides an immediate consultation with a pharmacist, either in-person or
via telephone, upon the request of a patient.

(6) The device is located adjacent to the secure pharmacy area.

(7) The device is secure from access and removal by unauthorized individuals.

(8) The pharmacy is responsible for the prescription medications stored in the device.
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(9)

Any incident involving the device where a complaint, delivery error, or omission has
occurred shall be reviewed as part of the pharmacy's quality assurance program
mandated by Business and Professions Code section 4125.

(10) The pharmacy maintains written policies and procedures pertaining to the device as

described in subdivision (e).

(e) Any pharmacy making use of an automated delivery device as permitted by subdivision (d) shall
maintain, and on an annual basis review, written policies and procedures providing for:

(1)
(2)
(3)
(4)
(5)

(6)

Maintaining the security of the automated delivery device and the dangerous drugs within
the device.

Determining and applying inclusion criteria regarding which medications are appropriate
for placement in the device and for which patients, including when consultation is needed.
Ensuring that patients are aware that consultation with a pharmacist is available for any
prescription medication, including for those delivered via the automated delivery device.
Describing the assignment of responsibilities to, and training of, pharmacy personnel
regarding the maintenance and filing procedures for the automated delivery device.
Orienting participating patients on use of the automated delivery device, notifying
patients when expected prescription medications are not available in the device, and
ensuring that patient use of the device does not interfere with delivery of prescription
medications.

Ensuring the delivery of medications to patients in the event the device is disabled or
malfunctions.

(f) Written policies and procedures shall be maintained at least three years beyond the last use of
an automated delivery device.

For the purposes of this section only, "previously-dispensed prescription medications" are
those prescription medications that do not trigger a non-discretionary duty to consult under
section 1707.2(b)(1), because they have been previously dispensed to the patient by the
pharmacy in the same dosage form, strength, and with the same written directions.

(g)

At the March 2013 Committee meeting, Mr. Al Carter, speaking on behalf of Walgreens, discussed a
request to allow Walgreens to place kiosks in workplace clinics. Several concerns were raised about
whether the request would comply with current regulations and whether the Board had the authority to
approve the request without specific regulatory changes. The Committee voted to deny the request,
and suggested that the Board review the requirements of the regulation at a future meeting.

At this meeting:

The Committee will discuss and evaluate the aforementioned regulation to determine whether changes
are necessary to address emerging technologies.
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June 4, 2013
To: Members, Enforcement and Compounding Committee

Subject: Agenda Item I(c): Request from California Society of Health-System Pharmacists to
Discuss Drug Shortages

Request:

At the March 13, 2013 Committee meeting, Jonathon Nelson, representing the California Society of
Health-System Pharmacists (CSHP), addressed the Committee to discuss drug shortages and request the
topic be discussed at a future meeting. In the attached letter to the Board dated April 9, 2013, Dawn
Benton, CSHP Executive Director and CEOQ, stated CSHP hopes to partner with he Board to find tangible
solutions to the crisis.

A representative of CSHP will attend this meeting.



CALIFORNIA SOCIETY OF
HEALTH-SYSTEM PHARMACISTS

Partners in Medication Management

April 9, 2013

Executive Director Virginia Herold
1625 N Market Bivd, N219

Sacramento, CA 95834 '
RE: Drug Shortageés
Dear Executive Director Herold: '

The California Society of Health-System Pharmacists (CSHP) wishes to bring the issue of drug shortages
to the Board's attention. CSHP hopes to partner with the Board to seek tangible solutions that will help
alleviate this crisis.

Drug shortages are harming the ability of hospitals and pharmacists to provide needed medications. The
issue has grown to such severity that, as a survey in a recent USA Today article reported, “all of the 240
hospital and clinic pharmacists polled said they had to change or delay treatments because of the
shortages” (March 22). While this issue may not be new, it is growing in severity and demands a
“thoughtful response.

CSHP looks forward to beginning a dialogue with the Board to discuss what can be done to alleviate the
shortages in order to ensure that pharmacists have the ability to provide needed medications for their
patients.

For questions or to discuss further, please contact either Executive Vice President & CEO Dawn Bentoh .
at dawn@cshp.org or Legislative & Regulatory Analyst Jonathan Nelson at 916.447.1033 or '
jonathan@cshp.org.

Incorporated in 1962, CSHP represents over 4,500 pharmacists, student pharmacists, pharmacy
technicians and associates who serve patients and the public through the promotion of wellness, patient
safety and optimal use of medications. CSHP members practice in a variety of organized healthcare
settings — including, but not limited to, hospitals, integrated healthcare systems, medication therapy
management clinics, home healthcare and ambulatory care settings.

Sincerely,

Dawn Benton, MBA
Executive Vice President/CEO
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June 4, 2013
To: Members, Enforcement and Compounding Committee
Subject: Agenda Item I(d): Implementation of Penal Code section 11105 — Requirement to

Provide a Copy of Criminal Offender Record Information (CORI) to an Applicant or
Licensee When Used as the Basis for an Licensing Decision

Background:

As part of its licensing process, the Board is required to conduct a criminal background check to
determine whether an applicant has committed acts that would constitute grounds for denial of a
license. Applicants must submit their fingerprints to the California Department of Justice (DOJ) who
then matches the fingerprints against state and federal criminal history databases. The DOJ provides
the results of the background check to the Board who uses the information to help determine the
suitability of the applicant for licensure. The Board also receives a notice from the DOJ when a licensee
is arrested in California subsequent to initial licensure.

Penal Code section 11105 authorizes the DOJ to release criminal offender record information (CORI) to
law enforcement and other authorized agencies such as the Board. The Board cannot share criminal
offender record information (CORI), including responses that indicates no criminal history exists, with
anyone unless expressly authorized. Individuals have the right to request a copy of their own criminal
history record from the DOJ to review for accuracy and completeness, but CORI is not subject to
disclosure under the Public Records Act. Release of information to unauthorized individuals can result in
civil or criminal penalties pursuant to Penal Code sections 11142 and 11143.

Effective January 1, 2013, however, Penal Code section 11105 (Amended by Stats. 2012, Ch. 256, A.B.
2343) requires authorized agencies to expeditiously furnish a copy of CORI to the person to whom the
information relates if the information is the basis for an adverse employment, licensing or certification
decision.

The Board implemented procedures on January 1, 2013, to comply with this new requirement and since
that time has provided a copy of the CORI to every applicant who has been denied and every licensee
who has received a Letter of Admonishment, Citation or has been referred to the Attorney General’s
office for disciplinary action based, to some degree, on information contained in the CORI.

ARTICLE 3. Criminal Identification and Statistics

Penal Code § 11105.

(t) Whenever state or federal summary criminal history information is furnished by the Department of
Justice as the result of an application by an authorized agency, organization, or individual defined in
subdivisions (k) to (p), inclusive, and the information is to be used for employment, licensing, or
certification purposes, the authorized agency, organization, or individual shall expeditiously furnish a
copy of the information to the person to whom the information relates if the information is a basis for
an adverse employment, licensing, or certification decision. When furnished other than in person, the
copy shall be delivered to the last contact information provided by the applicant.

(Amended by Stats. 2012, Ch. 256, Sec. 2. Effective January 1, 2013.)
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June 4, 2013
To: Members, Enforcement and Compounding Committee
Subject: Agenda Item | (e): National Association of Boards of Pharmacy on Sales of Fake

and Substandard Medications

The National Association of Boards of Pharmacy (NABP) issued a report on April 26, 2013 which
focused on the global distribution of counterfeit and substandard medications. The report
found that the proliferation of these medications was primarily due to illegal distribution by
internet pharmacies operating out of compliance with US pharmacy laws.

A copy of the report is provided as an attachment.

The report can be found on the NABP website at:
https://awarerx.s3.amazonaws.com/system/redactor assets/documents/179/NABP Internet Drug Ou
tlet Report Apr2013.pdf
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INTERNET DRUG OUTLET IDENTIFICATION PROGRAM
PROGRESS REPORT: April 2013

INTRODUCTION

Illegal online drug sellers have played a significant role in the global spread of counterfeit and
substandard medicine. They pose a public health problem that is indifferent to the jurisdictional
boundaries of any one nation, and that must be addressed in cooperation with partners around the
world. Recognizing the international scope of this problem, National Association of Boards of
Pharmacy® (NABP®) and its member boards are working with regulatory authorities, industry
leaders, and stakeholder groups worldwide to protect patient health. These efforts are exemplified
in NABP’s application to the Internet Corporation for Assigned Names and Numbers (ICANN) to
own and operate the . PHARMACY generic Top-Level Domain (gTLD). Domain names in the
.PHARMACY gTLD will be available to legitimate online pharmacies and prescription drug-
related organizations worldwide. NABP and its partners have made significant progress in recent
months to develop best practices for the use of PHARMACY domain names and to clarify the

intent and scope of this initiative.

While the PHARMACY initiative moves forward on a global scale, NABP’s Internet Drug
Outlet Identification Program maintains its primary focus on Web sites selling prescription
medicine to patients in the United States. NABP continues to find the vast majority of drug sites
(97% of those reviewed) to be operating in contravention with US federal and state pharmacy
laws. These sites, identified on the NABP Web site as Not Recommended, are characterized in
Section |1 of this report. These findings and the concerns they raise, however, are not unique to
the US. The global scope of the problem, and how the .PHARMACY initiative seeks to address

this challenge, is discussed in Section Il1.

NABP



1. RESULTS

A. Findings of Site Reviews: In all, as of

Internet Drug Outlets
March 29, 2013, NABP has conducted Reviewed by NABP
initial reviews and, via a subsequent
review, verified its findings on 10,421 P 96.74%
Internet drug outlets selling prescription '
medications. Of these, 10,082 (96.74%)
were found to be operating out of

0.79% 2.47%

compliance with state and federal laws
and/or NABP patient safety and ONot Recommended
pharmacy practice standards, and are @ Potentially Legitimate
listed as Not Recommended in the BVIPPS/Vet-VIPPS/e-Advertiser
“Buying Medicine Online” section,

under Consumers, on the NABP Web
site, as well as on NABP’s consumer protection Web site, www.AWARERX.ORG. This Web
site is part of the AWARXE® Consumer Protection Program, provided by NABP and the state
boards of pharmacy to help educate the public about the risks of Internet drug outlets, and
includes news, tips, and links to relevant NABP resources. It should be noted that the
research findings NABP reports herein and on the Not Recommended list include the total
number of Web sites selling prescription drugs to US patients that NABP staff has reviewed
and found to be out of compliance with program standards, including those sites that were
found to be noncompliant at the time of review but may since have been deactivated. Thanks
to the successes of multistakeholder efforts to shut down rogue sites, many of these sites may
now be defunct. It should also be noted that the numbers reported here do not represent the
entire universe of Web sites selling prescription drugs illegally, but, rather, a representative
sampling of the online environment over the last five years. The 10,082 Internet drug outlets
currently listed as Not Recommended on the NABP Web site are characterized as follows:

e 2,347 (23.3%) have a physical address located outside of the US

o 1,523 (15.1%) have a physical address located inside of the US

e 6,212 (61.6%) do not post any address

o 8,861 (87.9%) do not require a valid prescription

o 6,078 (60.3%) issue prescriptions per online consultation or questionnaire only

e 4,847 (48.1%) offer foreign or non-Food and Drug Administration (FDA)-approved

drugs

NABP
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o 1,591 (15.8%) do not have secure sites, exposing customers to financial fraud and
identity theft

o 4,065 (40.3%) have server locations in foreign countries

o 1,123 (11.1%) dispense controlled substances (of these, 1,094 (97.42%) do not
require a valid prescription)

e 3,901 (38.7%) do not have a public domain name registration (WHOIS information is

registered using a privacy or proxy service) *

Of the total 10,421 sites reviewed, 257 (2.47%) appear to be potentially legitimate, ie, meet
program criteria that could be verified solely by looking at the sites and their domain name
registration information. Eighty-two (0.79%) of the 10,421 reviewed sites have been
accredited through NABP’s Verified Internet Pharmacy Practice Sites®™ (VIPPS®) or
Veterinary-Verified Internet Pharmacy Practice Sites“M (Vet-VIPPS®) programs, or approved
through the NABP e-Advertiser Approval®” Program. The standards against which NABP

evaluates Internet drug outlets are provided in the appendix of this report.

! It is noteworthy that the percentage of sites identified as Not Recommended that are registered privately or by
proxy (38.7%) is considerably higher than that of domain names overall. This comparison is based on an ICANN
study in 2009 that sampled 2,400 domain names and found 429 (18%) of them to be registered using a WHOIS
privacy or proxy service. Domain name registration (ie, WHOIS information) is an issue of contention among
Internet policy stakeholders. Some have suggested that privacy/proxy services are being abused to obscure the
identity of perpetrators that use the domains for illegal activities. Enforcement authorities have encouraged
requirements for accurate registrant and contact information in WHOIS records to enable the identification and
prosecution of bad actors. NABP considers accurate domain name registration to be an important indicator of
accountability and approval standards require accurately registered domain names. Further studies are ongoing in the
Internet community to support or refute this correlation.

NABP
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Findings of NABP Web site reviews, in total, as of March 29, 2013

B. Recommended Internet Pharmacies: NABP, along with many patient

safety advocates, continues to recommend that US patients use Internet
pharmacies accredited through the VIPPS and Vet-VIPPS programs
when buying medication online. These sites have undergone and
successfully completed the thorough NABP accreditation process,
which includes a review of all policies and procedures regarding the

practice of pharmacy and dispensing of medicine over the Internet, as
well as an on-site inspection of facilities used by the site to receive, review, and dispense
medicine. Currently, 52 VIPPS and Vet-VIPPS pharmacy sites, representing more than
12,000 pharmacies, are listed as Recommended Internet Pharmacies. Several more

applications are in progress.

C. Accreditation and Approval Programs: In addition to identifying rogue

sites, the Internet Drug Outlet Identification program staff continues to

assist in screening applicant Web sites for the VIPPS, Vet-VIPPS, and

NABP
6



e-Advertiser Approval programs. Sites that have received e-Advertiser Approval status do not
fill new prescription drug orders via the Internet, and thus, are ineligible for VIPPS, but
accept refill requests from their existing customers, provide drug information or pharmacy
information, or offer other prescription drug-related services. Sites that have received e-
Advertiser Approval status have been found to be safe, reliable, and lawful. These sites are
listed on the NABP Web site as Approved e-Advertisers. The standards that NABP uses to
screen e-Advertiser Approval Program applicants are posted in the e-Advertiser Approval
Program section, under Accreditation, on the NABP Web site. As of March 29, 2012, there
were 30 entities listed on the NABP Web site as Approved e-Advertisers, and several more

applications are in progress.

1. INTERNATIONAL SCOPE AND DEVELOPMENT OF .PHARMACY gTLD

A.

Internet-Fueled Threat of Counterfeit Medicine Warrants Global Action: While the illegal

distribution of prescription drugs over the Internet poses many dangers, the threat that most
worries public health agencies is the spread of substandard and counterfeit medicine. In its
February 2013 report, Countering the Problem of Falsified and Substandard Drugs, the
Institute of Medicine (IOM) notes that illegal online drug sellers contribute significantly to
the spread of counterfeit and substandard medications worldwide, owing to the poor quality
of the products they sell and the lack of official oversight of their operations. “All drugs sold
outside the legitimate chains are suspect,” the IOM report states. “This includes medicines

sold in unregulated markets and most drugs sold on the Internet.”

On its Web site, INTERPOL highlights the role of the Internet in perpetuating this problem,
stating, “The increasing prevalence of counterfeit and illicit goods has been compounded by
the rise in Internet trade, where they can be bought easily, cheaply and without a
prescription.” INTERPOL announced on March 12, 2013, that, with the support of the
pharmaceutical industry, it is expanding the scope of its Medical Product Counterfeiting and
Pharmaceutical Crime Unit to combat the global health threat of counterfeit and fake
medicines. A representative of INTERPOL participated in a recent meeting of the
.PHARMACY ¢gTLD Advisory Committee at NABP Headquarters.

Partnership for Safe Medicines applauds INTERPOL’s enhanced law enforcement effort in a
March 12, 2013 news release, stating, “Counterfeit medicines threaten the lives of millions of
people around the world, and finding ways to address such a complex, far-reaching issue

requires ever-increasing global cooperation.”

NABP



The situation is similar the United Kingdom, where the UK’s Medicines and Healthcare
Products Regulatory Agency (MHRA) describes on its Web site an “explosion” in recent
years of Web sites selling medicine online, most of which do not meet regulatory standards
established in the region to protect patient health. In a March 27, 2013 news release
announcing the sentencing of perpetrators in a counterfeit medicines case, MHRA stresses its
commitment to “pursuing those involved in the illicit supply of medicines and taking action
to ensure the public is protected.” MHRA warns consumers that buying medicines from

unauthorized sources significantly increases the risk of getting substandard or fake medicines.

International Coalition of Stakeholders Backs .PHARMACY gTLD Initiative: Mindful of the

international spread of unapproved, substandard, and counterfeit medicine, and the

contributing role that illegal online drug sellers play, NABP it taking steps to establish an
online space exclusively for legitimate Internet pharmacies and other trustworthy prescription
drug-related organizations. NABP has applied for the PHARMACY gTLD as a community-
based application on behalf of international pharmacy coalitions and national pharmacy
associations, representing legitimate online pharmacies and prescription drug-related

organizations worldwide.

ICANN’s new gTLD program is expected to vastly alter the Internet landscape with the
addition of hundreds of new gTLDs. Not surprisingly, it has led to some confusion and
misinformation in relation to new gTLDs, including . PHARMACY. Contrary to
misinformation that has appeared recently in some public forums, the . PHARMACY ¢TLD
will not be limited to US pharmacies. It will be available to legitimate online pharmacies and
prescription drug-related organizations worldwide. It has been suggested that PHARMACY
would give an unfair advantage to US pharmacies, would work against the interests of the
public health, and impede online access to safe and affordable medicine. To clarify, NABP
confirms that its intent for PHARMACY is to ensure that only legitimate Internet pharmacies
and related entities — those that adhere to pharmacy laws in the countries where they are
based, as well as in the countries where they sell medicine — would be permitted to register in
.PHARMACY. This includes legitimate online pharmacies and related entities that are
located in countries other than the US. It is the position of NABP, and of the global coalition
of stakeholders that has encouraged and supported this initiative, that requiring
PHARMACY registrants to comply with international standards does serve the public

interest.

In February 2013, NABP convened its first meeting of the . PHARMACY ¢TLD Advisory

Committee, composed of industry experts representing multiple countries and disciplines.

NABP
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The meeting provided a history and overview of ICANN’s new gTLD program, NABP’s
impetus and objectives in taking on this initiative, as well as input and perspectives from
stakeholders including LegitScript, EAASM, and International Pharmaceutical Federation
(FIP). Other industry experts working with NABP on the PHARMACY initiative are the
Canadian National Association of Pharmacy Regulatory Authorities, the US Alliance for Safe
Online Pharmacies, Eli Lilly and Company, Merck and Company Inc, INTERPOL, and

several of NABP’s member boards of pharmacy.

Discussion at the February meeting focused on establishing a system of governance for the
PHARMACY gTLD that will ensure that it represents the global pharmacy community in the
best interest of patient safety. Committee members are also considering a plan to identify and
define a universal, common set of standards that would be consistently required of all domain
name registrants in the PHARMACY gTLD. These common standards would be
supplemented by national specifications that would be required of registrants in those
jurisdictions and may address variant policies relating to patient privacy, controlled
substances, prescription requirements, and practitioner license requirements. The committee
also discussed the scope of the PHARMACY g¢TLD described in the application; domain
names in the . PHARMACY ¢TLD will be available not only to legitimate pharmacies but
also to approved schools and colleges of pharmacy, prescription drug manufacturers, patient
advocacy groups, and other entities providing pharmacy or prescription drug-related services

or information, in the interest of patient safety and the global pharmacy community.

Advisory committee members will hold follow-up discussions in the coming months to
define domain name registration criteria, authorized usage policy, and compliance strategy
for the PHARMACY gTLD, as well as partnership opportunities for public outreach and
consumer education to build public awareness of, and confidence in .PHARMACY. The
advisory committee will reconvene via teleconference and/or Webinar in third quarter 2013
to further discuss the governance, standards, and outreach of the PHARMACY ¢TLD.

DISCUSSION

Rogue Internet drug outlets fuel the spread of counterfeit and substandard medicine, along with
the public health problems they cause on a global scale. By working in concert with regulatory
authorities, law enforcement, industry experts, and patient safety advocates across national
borders, NABP seeks to help establish a safe online space where the health care community and
patients alike can be sure the medicine they buy online is authentic and safe. The PHARMACY

gTLD, as proposed, will be available to legitimate pharmacies and other prescription drug-related

NABP
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organizations worldwide that adhere to all applicable pharmacy laws in the countries where they
are based and where they do business. Recognizing that international collaboration is needed to
protect patient health, NABP and its partners are committed to upholding the integrity of the
practice of pharmacy, curtailing the online trade of illicit and counterfeit medications, and
ensuring that patients have access to safe and effective prescription drugs. Ultimately, this
initiative will assure the health care community and patients worldwide that all pharmacy sites
ending in the PHARMACY gTLD are safe and legitimate. More information about NABP’s
application for the . PHARMACY ¢TLD is available on the NABP Web site at
www.nabp.net/programs/pharmacy/pharmacy-and-nabp. For further information on this initiative
or the Internet Drug Outlet Identification Program, please contact Melissa Madigan, policy and

communications director, via e-mail at mmadigan@nabp.net.

NABP
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V. APPENDIX

Internet Drug Outlet Identification Program Standards

1.

Pharmacy licensure. The pharmacy must be licensed or registered in good standing to operate a
pharmacy or engage in the practice of pharmacy in all required jurisdictions.

DEA registration. The pharmacy, if dispensing controlled substances, must be registered with
the US Drug Enforcement Administration (DEA).

Prior discipline. The pharmacy and its pharmacist-in-charge must not have been subject to
significant recent and/or repeated disciplinary sanctions.

Pharmacy location. The pharmacy must be domiciled in the United States.

Validity of prescription. The pharmacy shall dispense or offer to dispense prescription drugs
only upon receipt of a valid prescription, as defined below, issued by a person authorized to
prescribe under state law and, as applicable, federal law. The pharmacy must not distribute or
offer to distribute prescriptions or prescription drugs solely on the basis of an online questionnaire
or consultation without a preexisting patient-prescriber relationship that has included a face-to-
face physical examination, except as explicitly permitted under state telemedicine laws or
regulations.

Definition. A valid prescription is one issued pursuant to a legitimate patient-prescriber
relationship, which requires the following to have been established: a) The patient has a
legitimate medical complaint; b) A face-to-face physical examination adequate to establish the
legitimacy of the medical complaint has been performed by the prescribing practitioner, or
through a telemedicine practice approved by the appropriate practitioner board; and ¢) A logical
connection exists between the medical complaint, the medical history, and the physical
examination and the drug prescribed.

Legal compliance. The pharmacy must comply with all provisions of federal and state law,
including but not limited to the Federal Food, Drug, and Cosmetic Act and the Federal Controlled
Substances Act (including the provisions of the Ryan Haight Online Pharmacy Consumer
Protection Act, upon the effective date). The pharmacy must not dispense or offer to dispense
medications that have not been approved by the US Food and Drug Administration.

Privacy. If the pharmacy Web site transmits information that would be considered Protected
Health Information (PHI) under the Health Insurance Portability and Accountability Act
(HIPAA) Privacy Rule (45 CRF 164), the information must be transmitted in accordance with
HIPAA requirements, including the use of Secure-Socket Layer or equivalent technology for the
transmission of PHI, and the pharmacy must display its privacy policy that accords with the
requirements of the HIPAA Privacy Rule.

Patient services. The pharmacy must provide on the Web site an accurate US street address of
the dispensing pharmacy or corporate headquarters. The pharmacy must provide on the Web site
an accurate, readily accessible and responsive phone number or secure mechanism via the Web
site, allowing patients to contact or consult with a pharmacist regarding complaints or concerns or
in the event of a possible adverse event involving their medication.
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9. Web site transparency. The pharmacy must not engage in practices or extend offers on its Web
site that may deceive or defraud patients as to any material detail regarding the pharmacy,
pharmacy staff, prescription drugs, or financial transactions.

10. Domain name registration. The domain name registration information of the pharmacy must be
accurate, and the domain name registrant must have a logical nexus to the dispensing pharmacy.
Absent extenuating circumstances, pharmacy Web sites utilizing anonymous domain name
registration services will not be eligible for approval.

11. Affiliated Web sites. The pharmacy, Web site, pharmacy staff, domain name registrants, and any
person or entity that exercises control over, or participates in, the pharmacy business must not be
affiliated with or control any other Web site that violates these standards.

NABP
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California State Board of Pharmacy STATE AND CONSUMER SERVICES AGENCY
1625 N. Market Blvd, N219, Sacramento, CA 95834 DEPARTMENT OF CONSUMER AFFAIRS
Phone: (916) 574-7900 GOVERNOR EDMUND G. BROWN JR.
Fax: (916) 574-8618

www.pharmacy.ca.gov

June 4, 2013
To: Members, Enforcement and Compounding Committee
Subject: Agenda Item | (f): National Association of Boards of Pharmacy (NABP)

Announces Development of Standards for the Use of .pharmacy Generic Top
Level Domain for Internet Pharmacy Web Sites

According to the NABP, which monitors Web sites selling prescription drugs among its various programs,
97 percent of the 10,300 Internet drug outlets it has reviewed are out of compliance with pharmacy
laws and practice standards in the US established to protect patients. Correspondingly, NABP has
labeled as “Not Recommended” 10,082 Web sites; nearly half of these are offering foreign or non-FDA
approved drugs, and many include counterfeits.

Generic top level domains are the suffix part of a Web site address (e.g., .com, .org, .edu). Late last
year, the NABP sought the formal approval to be able to approve anyone using the general top level
domain (gTLD) of .pharmacy. Earlier this year, an international group of experts were convened by the
NABP to develop parameters for anyone that would be able to use the .pharmacy gTLD. The board’s
executive officer was one of the individuals who participated in this process.

The intent is to have the parameters for the .pharmacy gTLD in place by the end of 2013. The press
release describing these standards is provided below.

FOR IMMEDIATE RELEASE

May 21, 2013

For more information contact:

Deborah Zzak, Communications Manager
847/391-4405; custserv@nabp.net

NABP's .PHARMACY Proposal Passes Initial ICANN Evaluation
Achieves Critical Milestone in Creating Safe Online Pharmacy Space for Consumers
Worldwide

Reaching a critical milestone in the generic Top-Level Domain (gTLD) approval process, the
National Association of Boards of Pharmacy® (NABP®) application to own and operate the
.PHARMACY domain suffix has passed the Internet Corporation for Assigned Names and
Numbers (ICANN) initial evaluation. NABP intends to launch the .PHARMACY gTLD by the
end of 2013, and will make the new domain available to legitimate online pharmacies and
related entities that are located in the United States as well as in other countries. Passing
ICANN's initial evaluation is a key success in realizing the Association’s vision - established
in partnership with a global coalition of stakeholders - of creating a secure and trustworthy
online space for pharmacy, benefiting consumers around the world.


mailto:custserv@nabp.net

Enforcement and Compounding Committee
Agenda ltem | (f)
Page 2

Having reached this key point, NABP will now work toward operationalizing the .PHARMACY
gTLD program, as it awaits the final stages of ICANN's evaluation process. Next steps in the
process include execution of the registry agreement with ICANN and performance of pre-
delegation testing, which ensures that NABP and its technical partners have the capacity to
operate the new .PHARMACY gTLD in a stable and secure manner.

"Passing this hurdle in the .PHARMACY application process is a significant success in NABP's
initiative to establish a safe online space that will benefit patients and the health care
community around the world. With the online distribution of counterfeit and substandard
medications posing a growing threat to consumers, NABP is extremely pleased to move
forward with its plans for the .PHARMACY gTLD," states NABP President Karen M. Ryle, MS,
RPh. "By distinguishing .PHARMACY as a domain space exclusively for appropriately
licensed, legitimate Internet pharmacies operating in compliance with international
pharmacy standards, NABP aims to protect the global public health from dangers of
substandard drugs distributed by rogue online sellers."

With the support of a global coalition of stakeholders, including international pharmacy
organizations, regulators, industry experts, and law enforcement agencies, NABP applied to
ICANN in June 2012 to own and operate the .PHARMACY gTLD. This global coalition shares
the Association's concern about illegal online drug sellers distributing products that
endanger patient health worldwide. Thus, in its application, NABP stated the importance of
ensuring that only legitimate Web site operators that adhere to pharmacy laws in the
jurisdictions in which they are based and to which they sell medicine will be able to register
domain names in .PHARMACY.

NABP continues to monitor Web sites selling prescription drugs to patients in the US and as
of April 2013, has reviewed over 10,400 Internet drug outlets and found 97% of them to be
out of compliance with pharmacy laws and practice standards established in the US to
protect the public health. Of these 10,082 Web sites identified as Not Recommended, nearly
half offer foreign or non-Food and Drug Administration-approved drugs to US residents, and
many of these distribute dangerous counterfeits to unsuspecting consumers. Further, health
and regulatory agencies in the US and abroad have reported cases of patients harmed by
counterfeit, substandard, and adulterated medications distributed by illegal Internet sellers.

The .PHARMACY application was submitted as part of ICANN's expansion of available gTLDs,
which currently include familiar suffixes such as .EDU, .GOV, and .COM. Stakeholders that
support NABP's application include many groups in the global pharmacy community. Among
the coalition of stakeholders behind this initiative are the Alliance for Safe Online
Pharmacies, Eli Lilly and Company, European Alliance for Access to Safe Medicines, Gilead
Sciences, Inc, International Pharmaceutical Federation, INTERPOL, Janssen
Pharmaceuticals, Inc, LegitScript, Merck/MSD, National Association of Pharmacy Regulatory
Authorities, and state boards of pharmacy.

For more information about NABP and the .PHARMACY application, visit
www.nabp.net/programs/pharmacy/pharmacy-and-nabp.

NABP is the independent, international, and impartial Association that assists its member
boards and jurisdictions in developing, implementing, and enforcing uniform standards for
the purpose of protecting the public health.
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May 24, 2013
To: Members, Enforcement and Compounding Committee

Subject: Agenda Item Il (a) — Discussion Regarding the Introduction of the Board of Pharmacy’s
Sponsored Legislation on Sterile Injectable Compounding, SB 294 (Emmerson) and
Assembly Bill 1045 (Quirk-Silva)

Following two large-scale public health emergencies last year in which dangerous products compounded
by two out-of-state pharmacies were shipped nationwide, staff suggested modifying existing sterile
compounding requirements in California. As a result, Senator Emmerson has authored Senate Bill 294
(SB 294) to carry this Board-sponsored legislation.

Senate Bill 294 will strengthen the Board’s ability to regulate and monitor pharmacies that compound
sterile drug products. This legislation would prohibit a pharmacy from compounding or dispensing, and
a nonresident pharmacy from compounding for shipment into this state, sterile drug products for
injection, administration into the eye, or inhalation, unless the pharmacy has obtained a sterile
compounding pharmacy license from the board.

Additionally, on April 22, 2013, Assembly Member Quirk-Silva amended Assembly Bill 1045 to carry
provisions that would amend existing law to allow the Board to suspend or revoke a nonresident
pharmacy’s license if its license is suspended or revoked in the pharmacy’s home state. It would also
require resident and nonresident pharmacies that issue a recall notice regarding a sterile compounded
drug to contact the recipient pharmacy, prescriber or patient of the recalled drug and the Board within
24 hours of the recall notice if use of or exposure to the recalled drug may cause serious adverse health
consequences or death and if the recalled drug was dispensed or is intended for use in this state.

Attached are the following:

SB 294 (Emmerson) as Introduced February 15, 2013
Board of Pharmacy Support Letter, March 25, 2013
Status of SB 294 as of May 23, 2013:
Policy: Passed SEN Business, Professions and Economic Development (10-0) on April 1, 2013
Fiscal: Passed SEN Appropriations on May 23, 2013
Floor: (May be heard as soon as the week of May 27)

AB 1045 (Quirk-Silva) as Amended April 22, 2013
Board of Pharmacy Support Letter, May 10, 2013
Status of AB 1045 as of May 23, 2013:
Policy: Passed ASM Business, Professions and Consumer Protection (8-0) on April 25, 2013
Fiscal: Passed ASM Appropriations (13-0) on April 30, 2013
Floor: Passed by the Assembly, and ordered to the Senate: May 23, 2013
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SB-294 Sterile drug products. (2013-2014)

CALIFORNIA LEGISLATURE— 2013-2014 REGULAR SESSION

SENATE BILL No. 294

Introduced by Senator Emmerson

February 15, 2013

An act to amend Sections 4127.1, 4127.2, and 4400 of, to amend the heading of
Article 7.5 (commencing with Section 4127) of Chapter 9 of Division 2 of, and to
repeal and add Section 4127 of, the Business and Professions Code, relating to
pharmacy.

LEGISLATIVE COUNSEL'S DIGEST

SB 294, as introduced, Emmerson. Sterile drug products.

The Pharmacy Law provides for the licensure and regulation of pharmacists and pharmacy corporations in this
state by the California State Board of Pharmacy. Existing law requires the board to adopt regulations
establishing standards for compounding injectable sterile drug products in a pharmacy. Existing law requires
pharmacies to obtain a license from the board, subject to annual renewal, in order to compound injectable
sterile drug products. A similar licensing requirement applies to nonresident pharmacies compounding injectable
sterile drug products for shipment into California. A violation of the Pharmacy Law is a crime.

This bill would expand these provisions to prohibit a pharmacy from compounding or dispensing, and a
nonresident pharmacy from compounding for shipment into this state, sterile drug products for injection,
administration into the eye, or inhalation, unless the pharmacy has obtained a sterile compounding pharmacy
license from the board. The bill would specify requirements for the board for issuance or renewal of a license,
and requirements for the pharmacy as a licensee. By adding additional requirements to the Pharmacy Law
concerning sterile drug products, the violation of which is a crime, the bill would impose a state-mandated local
program.

Existing law specifies the fee for issuance or renewal of a nongovernmental license to compound sterile drug
products.

This bill would provide that the fee for a nonresident sterile compounding pharmacy license shall also require
payment of the travel expenses incurred by the board in inspecting the pharmacy at least once annually.

The California Constitution requires the state to reimburse local agencies and school districts for certain costs
mandated by the state. Statutory provisions establish procedures for making that reimbursement.

This bill would provide that no reimbursement is required by this act for a specified reason.

http://leginfo.legislature.ca.gov/faces/bilINavClient.xhtml?bill 1d=201320140SB294&sear... 5/24/2013
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Vote: majority Appropriation: no Fiscal Committee: yes Local Program: yes

THE PEOPLE OF THE STATE OF CALIFORNIA DO ENACT AS FOLLOWS:

SECTION 1. The heading of Article 7.5 (commencing with Section 4127) of Chapter 9 of Division 2 of the
Business and Professions Code is amended to read:

Article 7.5. iajeetable-Sterile Drug Products
SEC. 2. Section 4127 of the Business and Professions Code is repealed.

SEC. 3. Section 4127 is added to the Business and Professions Code, to read:

4127. A pharmacy that compounds sterile drug products for injection, administration into the eye, or inhalation
shall possess a sterile compounding pharmacy license as provided in this article before dispensing the
compounded medication.

SEC. 4. Section 4127.1 of the Business and Professions Code is amended to read:

4127.1. (a) A pharmacy shall not compound—-irjeetabte sterile drug products—a—this—state unless the pharmacy
has obtained a sterile compounding pharmacy license from the board pursuant to this section. The license shall
be renewed annually and is not transferable.

(b) A license to compound-injeetable sterile drug products-may-enty shall be issued-fer only to a location that is
licensed as a pharmacy. Furthermore, the license to compound-irjectable sterile drug products-may—enby shall
be issued only to the owner of the pharmacy-tieerse licensed at that location. A license to compound-injectable
sterile drug products—may shall not be issued until the location is inspected by the board and found in
compliance with this article and regulations adopted by the board.

(c) A license to compound-injeetable sterile drug products-may shall not be issued or renewed until theleeation

boeard- board does all of the following:

(1) Performs an onsite inspection of the premises, and any deficiencies noted are corrected.

(2) Reviews a current copy of the pharmacy’s policies and procedures for sterile compounding.

(3) Reviews the pharmacy’s completed self-assessment form required by Section 1735.2 of Title 16 of the
California Code of Regulations.

(4) Is provided with copies of all inspection reports conducted of the pharmacy’s premises, and any reports
from a private accrediting agency, conducted in the prior 12 months documenting the pharmacy’s operations.

(5) Receives a list of all sterile medications compounded by the pharmacy since the last license renewal.
(d) A pharmacy licensed pursuant to this section shall do all of the following:

(1) Provide to the board a copy of any disciplinary or other action taken by another state within 10 days of the
action.

(2) Notify the board within 10 days of the suspension of any accreditation held by the pharmacy.

(3) Provide to the board, within 24 hours, any recall notice issued by the pharmacy for sterile drug products it
has compounded.

(e) Adverse effects reported or potentially attributable to a pharmacy’s sterile drug product shall be
immediately reported to the board and the MedWatch program of the federal Food and Drug Administration.

©
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(f) The reconstitution of a sterile powder shall not require a license pursuant to this section if both of the
following are met:

(1) The sterile powder was obtained from a manufacturer.

(2) The drug is reconstituted for administration to patients by a health care professional licensed to administer
drugs by injection pursuant to this division.

SEC. 5. Section 4127.2 of the Business and Professions Code is amended to read:

4127.2. (a) A nonresident pharmacy-may shall not compound-ijeetabte sterile drug products for shipment into
the-State—of-Califoraia this state without a sterile compounding pharmacy license issued by the board pursuant
to this section. The license shall be renewed annually and shall not be transferable.

(b) A license to compound-injeetable sterile drug products-rmay-enty shall be issued-fer only to a location that is
licensed as a nonresident pharmacy. Furthermore, the license to compound-irjeetable sterile drug products-ray
oenty shall be issued only to the owner of the nonresident pharmacy-ticense licensed at that location. A license to
compound—irjeetabte sterile drug products—may shall not be issued—-er—rerewed—unti—the—board—recetves—the
fotewing—from—the-nenresident-pharmaey: until the location is inspected by the board and found in compliance

with this article and any regulations adopted by the board.

(c) A license to compound sterile drug products shall not be issued or renewed until the board does all of the
following:

(1) Performs an onsite inspection of the premises, and any deficiencies noted are corrected. The nonresident
pharmacy shall be responsible for payment of reasonable travel expenses incurred by the board in connection
with inspecting the pharmacy at least once annually pursuant to subdivision (v) of Section 4400.

(2) Reviews a current copy of the nonresident pharmacy’s policies and procedures for sterile compounding.

(3) Reviews the pharmacy’s completed self-assessment form required by Section 1735.2 of Title 16 of the
California Code of Regulations.

(4) Is provided with copies of all inspection reports conducted of the nonresident pharmacy’s premises, and any
reports from a private accrediting agency, conducted in the prior 12 months documenting the nonresident
pharmacy’s operations.

(5) Receives a list of all sterile drug products compounded by the pharmacy within the prior 12 months.
(d) A pharmacy licensed pursuant to this section shall do all of the following:

(1) Provide to the board a copy of any disciplinary or other action taken by its state of residence or another
state within 10 days of the action.

(2) Notify the board within 10 days of the suspension of any accreditation held by the pharmacy.

(3) Provide to the board, within 24 hours, any recall notice issued by the pharmacy for sterile drug products it
has compounded that have been shipped into, or dispensed in, California.

(4) Advise the board of any complaint it receives from a provider, pharmacy, or patient in California.

http://leginfo.legislature.ca.gov/faces/bilINavClient.xhtml?bill 1d=201320140SB294&sear... 5/24/2013
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(e) Adverse effects reported or potentially attributable to a nonresident pharmacy’s sterile compounded drug
products shall be immediately reported to the board and the MedWatch program of the federal Food and Drug
Administration.

SEC. 6. Section 4400 of the Business and Professions Code is amended to read:

4400. The amount of fees and penalties prescribed by this chapter, except as otherwise provided, is that fixed
by the board according to the following schedule:

(a) The fee for a nongovernmental pharmacy license shall be four hundred dollars ($400) and may be increased
to five hundred twenty dollars ($520). The fee for the issuance of a temporary nongovernmental pharmacy
permit shall be two hundred fifty dollars ($250) and may be increased to three hundred twenty-five dollars
($325).

(b) The fee for a nongovernmental pharmacy license annual renewal shall be two hundred fifty dollars ($250)
and may be increased to three hundred twenty-five dollars ($325).

(c) The fee for the pharmacist application and examination shall be two hundred dollars ($200) and may be
increased to two hundred sixty dollars ($260).

(d) The fee for regrading an examination shall be ninety dollars ($90) and may be increased to one hundred
fifteen dollars ($115). If an error in grading is found and the applicant passes the examination, the regrading
fee shall be refunded.

(e) The fee for a pharmacist license and biennial renewal shall be one hundred fifty dollars ($150) and may be
increased to one hundred ninety-five dollars ($195).

(f) The fee for a nongovernmental wholesaler license and annual renewal shall be six hundred dollars ($600),
and may be increased to seven hundred eighty dollars ($780). The application fee for any additional location
after licensure of the first 20 locations shall be two hundred twenty-five dollars ($225) and may be increased to
three hundred dollars ($300). A temporary license fee shall be five hundred fifty dollars ($550) and may be
increased to seven hundred fifteen dollars ($715).

(9) The fee for a hypodermic license and renewal shall be one hundred twenty-five dollars ($125) and may be
increased to one hundred sixty-five dollars ($165).

(h) (1) The fee for application, investigation, and issuance of license as a designated representative pursuant to
Section 4053 shall be two hundred fifty-five dollars ($255) and may be increased to three hundred thirty dollars
($330).

(2) The fee for the annual renewal of a license as a designated representative shall be one hundred fifty dollars
($150) and may be increased to one hundred ninety-five dollars ($195).

(i) (1) The fee for the application, investigation, and issuance of a license as a designated representative for a
veterinary food-animal drug retailer pursuant to Section 4053 shall be two hundred fifty-five dollars ($255) and
may be increased to three hundred thirty dollars ($330).

(2) The fee for the annual renewal of a license as a designated representative for a veterinary food-animal drug
retailer shall be one hundred fifty dollars ($150) and may be increased to one hundred ninety-five dollars
($195).

() (1) The application fee for a nonresident wholesaler’s license issued pursuant to Section 4161 shall be six
hundred dollars ($600) and may be increased to seven hundred eighty dollars ($780).

(2) For nonresident wholesalers who have 21 or more facilities operating nationwide the application fees for the
first 20 locations shall be six hundred dollars ($600) and may be increased to seven hundred eighty dollars
($780). The application fee for any additional location after licensure of the first 20 locations shall be two
hundred twenty-five dollars ($225) and may be increased to three hundred dollars ($300). A temporary license
fee shall be five hundred fifty dollars ($550) and may be increased to seven hundred fifteen dollars ($715).

(3) The annual renewal fee for a nonresident wholesaler’s license issued pursuant to Section 4161 shall be six
hundred dollars ($600) and may be increased to seven hundred eighty dollars ($780).

(k) The fee for evaluation of continuing education courses for accreditation shall be set by the board at an
amount not to exceed forty dollars ($40) per course hour.

http://leginfo.legislature.ca.gov/faces/bilINavClient.xhtml?bill 1d=201320140SB294&sear... 5/24/2013
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() The fee for an intern pharmacist license shall be ninety dollars ($90) and may be increased to one hundred
fifteen dollars ($115). The fee for transfer of intern hours or verification of licensure to another state shall be
twenty-five dollars ($25) and may be increased to thirty dollars ($30).

(m) The board may waive or refund the additional fee for the issuance of a license where the license is issued
less than 45 days before the next regular renewal date.

(n) The fee for the reissuance of any license, or renewal thereof, that has been lost or destroyed or reissued
due to a name change shall be thirty-five dollars ($35) and may be increased to forty-five dollars ($45).

(0) The fee for the reissuance of any license, or renewal thereof, that must be reissued because of a change in
the information, shall be one hundred dollars ($100) and may be increased to one hundred thirty dollars
($130).

(p) It is the intent of the Legislature that, in setting fees pursuant to this section, the board shall seek to
maintain a reserve in the Pharmacy Board Contingent Fund equal to approximately one year’'s operating
expenditures.

(q) The fee for any applicant for a nongovernmental clinic license shall be four hundred dollars ($400) and may
be increased to five hundred twenty dollars ($520) for each license. The annual fee for renewal of the license
shall be two hundred fifty dollars ($250) and may be increased to three hundred twenty-five dollars ($325) for
each license.

(r) The fee for the issuance of a pharmacy technician license shall be eighty dollars ($80) and may be increased
to one hundred five dollars ($105). The fee for renewal of a pharmacy technician license shall be one hundred
dollars ($100) and may be increased to one hundred thirty dollars ($130).

(s) The fee for a veterinary food-animal drug retailer license shall be four hundred five dollars ($405) and may
be increased to four hundred twenty-five dollars ($425). The annual renewal fee for a veterinary food-animal
drug retailer license shall be two hundred fifty dollars ($250) and may be increased to three hundred twenty-
five dollars ($325).

(t) The fee for issuance of a retired license pursuant to Section 4200.5 shall be thirty-five dollars ($35) and may
be increased to forty-five dollars ($45).

(u) The fee for issuance or renewal of a nongovernmental sterile compounding pharmacy license-te—cempetnd
sterite—drug—products shall be six hundred dollars ($600) and may be increased to seven hundred eighty dollars
($780). The fee for a temporary license shall be five hundred fifty dollars ($550) and may be increased to seven
hundred fifteen dollars ($715).

(v) The fee for a nonresident sterile compounding pharmacy license shall also require payment of the travel
expenses incurred by the board in inspecting the pharmacy at least once annually. Failure to pay this fee within
30 days shall result in the suspension of the nonresident sterile compounding pharmacy license.

SEC. 7. No reimbursement is required by this act pursuant to Section 6 of Article XI11B of the California
Constitution because the only costs that may be incurred by a local agency or school district will be incurred
because this act creates a new crime or infraction, eliminates a crime or infraction, or changes the penalty for a
crime or infraction, within the meaning of Section 17556 of the Government Code, or changes the definition of a
crime within the meaning of Section 6 of Article XI11B of the California Constitution.
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March 25, 2013

The Honorable Bill Emmerson
California State Senate

State Capitol, Room 5082
Sacramento, CA 95814

RE: Senate Bill 294 — Support
Dear Dr. Emmerson:

The California State Board of Pharmacy thanks you for authoring Senate Bill 294 which will
strengthen the Board of Pharmacy’s ability to regulate and monitor specialized pharmacies that
compound sterile drug products and ship those drugs into California. -

In 2001, the California Legislature first enacted specific provisions to strengthen state oversight
of sterile drug compounding in pharmacies. The legislation followed the death of three people
~and multiple hospitalizations due to a pharmacy in California that compounded and distributed
a cortisone-based injectable drug that was tainted with meningitis bacteria. The resulting
legislation required pharmacies within California to obtain a specialty license if they performed
sterile injectable compounding — a license that required annual inspections by board
pharmacists before license issuance or renewal. Additional provisions required non-resident
pharmacies that shipped sterile injectable drugs into California to also be licensed with this
board. However, SB 293 (Torlakson, 2001) carved out an exemption for California and non-
resident pharmacies and others to avoid this specialty license if they were accredited or where,

in the case of non-resident pharmacies, regulators (other than the Board of Pharmacy) had
oversight.

Unfortunately, the tragic incidents that occurred over a decade ago have not ceased. Recently,
in June of 2012, a licensed sterile injectable pharmacy located in Florida shipped contaminated
products into California and patients here were injured. In September 2012, the New England
Compounding Center based in Massachusetts shipped contaminated injectable drugs
throughout the country, including California, resulting in the death of more than 50 people and
in the iliness of more than 700 patients. California was fortunate in that while our patients
received products, no deaths or injuries have been reported as a result of these contaminated

~ products. However, in both cases, because the board was unable to inspect these non-
resident facilities, the board was not able to ensure that the operations met California’s
regulatory requirements.

As introduced, SB 294 would

» Require annual inspections by the board of pharmacy of these specialty pharmacies to
ensure that the operations comply with California’s requirements for sterile compounding;

» Expand the types of medications for which a specialty license is required to also include
other high-risk types of drugs, such as those administered into the eyes, or inhaled; and

» Ensure California standards are met and enforced for all pharmacies that ship these
specialty compounded drug products into California, by requiring board inspections of those
who hold a specialty license.


http:www.pharmacy.ca.gov

The Honorable Bill Emmerson
March 22, 2013
Page 2

Compounding pharmacies are especially important today to produce needed medications that
are in short supply. However, it is equally important that California’s sterile compounding
requirements are met by these specialty pharmacies and that they are monitored for
compliance. Once again, it is time to strengthen the state’s oversight of pharmacies that
compound sterile drug products so that Californians are protected. Senate Bill 294 will provide
for such enhanced protection and will ensure that California’s standards are enforced and
patients are protected.

Sincerely,

GIN EROLD
Execut Officer
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AB-1045 Sterile compounding pharmacies. (2013-2014)

AMENDED IN ASSEMBLY APRIL 22, 2013

CALIFORNIA LEGISLATURE— 2013-2014 REGULAR SESSION

ASSEMBLY BILL No. 1045

Introduced by Assembly Member Quirk-Silva

February 22, 2013

coede—retatingteantmeatshetters—An act to amend Sections 4112 and 4127.2 of,

and to add Section 4127.9 to, the Business and Professions Code, relating to

pharmacy.

LEGISLATIVE COUNSEL'S DIGEST

AB 1045, as amended, Quirk-Silva. Animat-shetters—Sterile compounding pharmacies.

Existing law, the Pharmacy Law, provides for the licensure and regulation of pharmacies in this state by the
California State Board of Pharmacy. A violation of these provisions is a crime.

Existing law provides that a pharmacy located outside this state that ships, mails, or delivers, in any manner,
controlled substances, dangerous drugs, or dangerous devices into this state shall be considered a nonresident
pharmacy. Existing law prohibits a person from acting as a nonresident pharmacy unless he or she has obtained
a license from the board, and authorizes the board to register a nonresident pharmacy that is organized as a
limited liability company in the state in which it is licensed. The law also prohibits a resident or nonresident
pharmacy from compounding injectable sterile drug products for shipment into this state without a license
issued by the board, and authorizes a license to compound injectable sterile drug products to be issued only for
a location that is licensed as a nonresident pharmacy.

This bill would provide that if the home state pharmacy license of a nonresident pharmacy is revoked or
suspended for any reason, any license issued pursuant to provisions governing the licensing and registration of
nonresident pharmacies and authorizing a nonresident pharmacy to compound injectable sterile drug products
shall be immediately revoked or suspended by operation of law.

The bill would also require a resident or a nonresident pharmacy that issues a recall notice regarding a sterile

compounded drug to contact the recipient pharmacy, prescriber, or patient of the recalled drug and the board

http://leginfo.legislature.ca.gov/faces/bilINavClient.xhtml?bill i1d=201320140AB1045&se... 5/24/2013
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within 24 hours of the recall notice if use of or exposure to the recalled drug may cause serious adverse health
consequences or death and if the recalled drug was dispensed or is intended for use in this state. Because a
violation of these requirements would be a crime, the bill would impose a state-mandated local program.

The California Constitution requires the state to reimburse local agencies and school districts for certain costs
mandated by the state. Statutory provisions establish procedures for making that reimbursement.

This bill would provide that no reimbursement is required by this act for a specified reason.

Vote: majority Appropriation: no Fiscal Committee: feyes Local Program: #eyes

THE PEOPLE OF THE STATE OF CALIFORNIA DO ENACT AS FOLLOWS:
SECTION 1. Section 4112 of the Business and Professions Code is amended to read:

4112. (a) Any pharmacy located outside this state that ships, mails, or delivers, in any manner, controlled
substances, dangerous drugs, or dangerous devices into this state shall be considered a nonresident pharmacy.

(b) A person may not act as a nonresident pharmacy unless he or she has obtained a license from the board.
The board may register a nonresident pharmacy that is organized as a limited liability company in the state in
which it is licensed.

(c) A nonresident pharmacy shall disclose to the board the location, names, and titles of (1) its agent for service
of process in this state, (2) all principal corporate officers, if any, (3) all general partners, if any, and (4) all
pharmacists who are dispensing controlled substances, dangerous drugs, or dangerous devices to residents of
this state. A report containing this information shall be made on an annual basis and within 30 days after any
change of office, corporate officer, partner, or pharmacist.

(d) All nonresident pharmacies shall comply with all lawful directions and requests for information from the
regulatory or licensing agency of the state in which it is licensed as well as with all requests for information
made by the board pursuant to this section. The nonresident pharmacy shall maintain, at all times, a valid
unexpired license, permit, or registration to conduct the pharmacy in compliance with the laws of the state in
which it is a resident. As a prerequisite to registering with the board, the nonresident pharmacy shall submit a
copy of the most recent inspection report resulting from an inspection conducted by the regulatory or licensing
agency of the state in which it is located. If the home state pharmacy license of a nonresident pharmacy is
revoked or suspended for any reason, any license issued pursuant to this section shall be immediately revoked
or suspended by operation of law.

(e) All nonresident pharmacies shall maintain records of controlled substances, dangerous drugs, or dangerous
devices dispensed to patients in this state so that the records are readily retrievable from the records of other
drugs dispensed.

(f) Any pharmacy subject to this section shall, during its regular hours of operation, but not less than six days
per week, and for a minimum of 40 hours per week, provide a toll-free telephone service to facilitate
communication between patients in this state and a pharmacist at the pharmacy who has access to the patient’s
records. This toll-free telephone number shall be disclosed on a label affixed to each container of drugs
dispensed to patients in this state.

(9) A nonresident pharmacy shall not permit a pharmacist whose license has been revoked by the board to
manufacture, compound, furnish, sell, dispense, or initiate the prescription of a dangerous drug or dangerous
device, or to provide any pharmacy-related service, to a person residing in California.

(h) The board shall adopt regulations that apply the same requirements or standards for oral consultation to a
nonresident pharmacy that operates pursuant to this section and ships, mails, or delivers any controlled
substances, dangerous drugs, or dangerous devices to residents of this state, as are applied to an in-state
pharmacy that operates pursuant to Section 4037 when the pharmacy ships, mails, or delivers any controlled
substances, dangerous drugs, or dangerous devices to residents of this state. The board shall not adopt any

http://leginfo.legislature.ca.gov/faces/bilINavClient.xhtml?bill i1d=201320140AB1045&se... 5/24/2013
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regulations that require face-to-face consultation for a prescription that is shipped, mailed, or delivered to the
patient. The regulations adopted pursuant to this subdivision shall not result in any unnecessary delay in
patients receiving their medication.

(i) The registration fee shall be the fee specified in subdivision (a) of Section 4400.

(J) The registration requirements of this section shall apply only to a nonresident pharmacy that ships, mails, or
delivers controlled substances, dangerous drugs, and dangerous devices into this state pursuant to a
prescription.

(k) Nothing in this section shall be construed to authorize the dispensing of contact lenses by nonresident
pharmacists except as provided by Section 4124.

SEC. 2. Section 4127.2 of the Business and Professions Code is amended to read:

4127.2. (a) A nonresident pharmacy may not compound injectable sterile drug products for shipment into the
State of California without a license issued by the board pursuant to this section. The license shall be renewed
annually and shall not be transferable.

(b) A license to compound injectable sterile drug products may only be issued for a location that is licensed as a
nonresident pharmacy. Furthermore, the license to compound injectable sterile drug products may only be
issued to the owner of the nonresident pharmacy license at that location. If the home state pharmacy license of
a nonresident pharmacy is revoked or suspended for any reason, any license issued pursuant to Section 4112
or this section shall be immediately revoked or suspended by operation of law. A license to compound injectable
sterile drug products may not be issued or renewed until the board receives the following from the nonresident
pharmacy:

(1) A copy of an inspection report issued by the pharmacy’s licensing agency, or a report from a private
accrediting agency approved by the board, in the prior 12 months documenting the pharmacy’s compliance with
board regulations regarding the compounding of injectable sterile drug products.

(2) A copy of the nonresident pharmacy’s proposed policies and procedures for sterile compounding.

(c) Nonresident pharmacies operated by entities that are licensed as a hospital, home health agency, or a
skilled nursing facility and have current accreditation from the Joint Commission on Accreditation of Healthcare
Organizations, or other private accreditation agencies approved by the board, are exempt from the requirement
to obtain a license pursuant to this section.

(d) This section shall become effective on the earlier of July 1, 2003, or the effective date of regulations
adopted by the board pursuant to Section 4127.

SEC. 3. Section 4127.9 is added to the Business and Professions Code, to read:

4127.9. (a) A pharmacy licensed pursuant to Section 4127.1 or 4127.2, including a pharmacy that is exempt
from licensure pursuant to subdivision (d) of Section 4127.1 and subdivision (c) of Section 4127.2, that issues a
recall notice regarding a sterile compounded drug shall, in addition to any other duties, contact the recipient
pharmacy, prescriber, or patient of the recalled drug and the board within 24 hours of the recall notice if both of
the following apply:

(1) Use of or exposure to the recalled drug may cause serious adverse health consequences or death.
(2) The recalled drug was dispensed, or is intended for use, in this state.

(b) A recall notice issued pursuant to subdivision (a) shall be made as follows:

(1) If the recalled drug was dispensed directly to the patient, the notice shall be made to the patient.

(2) If the recalled drug was dispensed directly to the prescriber, the notice shall be made to the prescriber, who
shall ensure the patient is notified.

(3) If the recalled drug was dispensed directly to a pharmacy, the notice shall be made to the pharmacy, who
shall notify the prescriber or patient, as appropriate. If the pharmacy notifies the prescriber, the prescriber shall
ensure the patient is notified.
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SEC. 4. No reimbursement is required by this act pursuant to Section 6 of Article XI111B of the California
Constitution because the only costs that may be incurred by a local agency or school district will be incurred
because this act creates a new crime or infraction, eliminates a crime or infraction, or changes the penalty for a
crime or infraction, within the meaning of Section 17556 of the Government Code, or changes the definition of a
crime within the meaning of Section 6 of Article XII11B of the California Constitution.
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May 10, 2013

The Honorable Sharon Quirk-Silva
Member, California State Assembly
State Capitol, Room 5175
Sacramento, CA 95816

RE: AB 1045 — Support
Dear Assembly Member Quirk-Silva:

| am pleased to advise you that the Board of Pharmacy has established a position of
Support on your AB 1045. This bill would strengthen the board’s ability to protect Californians in
cases where non-resident pharmacies and non-resident sterile compounding pharmacies lose
their pharmacy permit in the home state by allowing the board simply to cancel the
corresponding California non-resident permits.

Currently, to revoke a pharmacy permit, the board must take formal disciplinary action to
remove the California license where there is no longer regulatory oversight by the home state,
unless the non-resident pharmacy requests to cancelits California license. AB 1045 provides
for the immediate protection of California’s patients by specifying that when the underlying
permit in the home state has been revoked or suspended, the California permit is revoked or
suspended by operation of law.

However, we suggest one small amendment to Section 4112(d), to expand the current
amendment of ‘revoked or suspended’ to also include ‘canceled’ — thereby enabling cancellation
of a non-resident permit by operation of law where the home state license was canceled.

Thank you for your efforts to protect the patients of California by ensuring the removal of
a California-issued permit where the home state no longer provides regulatory oversight.
Please don't hesitate to contact me at (916) 574-7913 if you have any questions.

Sincerely,

CAROLYN KLEIN, Manager
Legislation and Regulations
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June 4, 2013
To: Members, Enforcement and Compounding Committee

Subject: Agenda Item Il (b) — Discussion of Recent Federal Reports and Articles Relating to
Compounding Pharmacies

A variety of reports is provided for the committee’s information and discussion relating to compounding
pharmacies.

1. U.S. House of Representatives, 113" Congress, Committee on Energy and Commerce, Preliminary
Majority Staff Report, April 16, 2013 - FDA’s Oversight of NECC and Ameridose: A History of Missed
Opportunities?

2. Office of Inspector General Memorandum Report: High-Risk Compounded Sterile Preparations and
Outsourcing by Hospitals that Use Them, April 10, 2013, OEI-01-013-00150, available at

https://oig.hhs.gov/oei/reports/oei-01-13-00150.asp

3. ASHP Guidelines on Outsourcing Sterile Compounding Services, January 14, 2010, available at
http://www.ashp.org/DocLibrary/Bestpractices/MgmtGdlOutsourcingSterileComp.aspx
American Society of Health-System Pharmacists. ASHP guidelines on outsourcing sterile compounding services. Am J
Health-Syst Pharm. 2010; 67:757-65. Copyright © 2010, American Society of Health-System Pharmacists, Inc. All rights
reserved.

Printed copies will be made available for the committee members.

4. FDA’s Guidance for FDA Staff and Industry — Marketed Unapproved Drugs, Compliance Policy Guide,
September 19, 2011. This report is available from the FDA’s Center for Drug Evaluation and
Research (CDER).

http://www.fda.gov/Drugs/GuidanceComplianceRequlatorylnformation/Guidances/default.htm

5. U.S. Senate Health, Education, Labor and Pensions Committee Report: The Case for Clarifying FDA
Authority: Large-Scale Drug Compounding and the Ongoing Risk to Public Health, Committee Staff
Report, May 22, 2013.

6. Miscellaneous Articles


http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm
http://www.ashp.org/DocLibrary/Bestpractices/MgmtGdlOutsourcingSterileComp.aspx
https://oig.hhs.gov/oei/reports/oei-01-13-00150.asp

FDA’S OVERSIGHT OF NECC AND AMERIDOSE:
A HISTORY OF MISSED OPPORTUNITIES?

PRELIMINARY MAJORITY STAFF REPORT
COMMITTEE ON ENERGY AND COMMERCE

U.S. HOUSE OF REPRESENTATIVES
113™ CONGRESS

APRIL 16, 2013
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PRELIMINARY STAFF REPORT
FDA’S OVERSIGHT OF NECC AND AMERIDOSE: A HISTORY OF MISSED
OPPORTUNITIES?

PART I: INTRODUCTION

In the summer and fall of 2012, a Massachusetts company, the New England
Compounding Center (NECC), shipped over 17,000 vials of an injectable steroid solution from
three contaminated lots to healthcare facilities in 23 states. The sterility of this drug product is
critical. To relieve chronic pain, it is often injected into patients’ spinal columns. After
receiving injections of NECC’s contaminated steroid, over 50 people have died from
complications associated with fungal meningitis and almost 700 others have been stricken with
meningitis or other persistent fungal infections. This outbreak ranks as one of the worst public
health crises associated with contaminated drugs in the history of the United States, and exposed
a fundamental failure in drug safety oversight.

In early October 2012, the Energy and Commerce Committee Majority and Minority staff
received briefings from the Centers for Disease Control and Prevention (CDC), the Food and
Drug Administration (FDA), and the Massachusetts Department of Public Health (MDPH). On
November 14, 2012, the Subcommittee on Oversight and Investigations held a hearing to
examine the meningitis outbreak and determine whether it could have been prevented. The
Subcommittee subpoenaed the President and co-owner of NECC, Barry Cadden, to appear at the
hearing. Mr. Cadden asserted his right against self-incrimination under the Fifth Amendment to
the United States Constitution and refused to testify. The Subcommittee also invited FDA
Commissioner Margaret Hamburg, M.D., and then-Interim Director of the MDPH Lauren Smith,
M.D., MPH, to testify about their agencies’ oversight of NECC. Further, the Subcommittee
heard testimony from Ms. Joyce Lovelace, the wife of the first known victim. This hearing did
not resolve the fundamental question posed: could the meningitis outbreak have been prevented?

Prior to the hearing, the MDPH produced thousands of pages of documents relating to
NECC and Ameridose, another Massachusetts company owned-and operated by the same family
as NECC, wh1ch was also involved in large-scale production and distribution of drug products
nationwide. ' The documents detailed the MDPH’s history with these firms. FDA, however,
produced only a limited number of documents requested by the Committee prior to the
November 2012 hearing, consisting of inspection reports and the agency’s formal
correspondence with NECC and Ameridose. No internal FDA communications were included.
NECC has produced some documents, but has largely been unable to respond to the Committee’s

' NECC and Ameridose share common ownership and corporate structures. Barry Cadden, his wife, Lisa
Conigliaro-Cadden, her brother, Gregory Conigliaro, and his wife, Carla Conigliaro, serve as directors of both
companies. NECC is located in Framingham, MA, adjacent to one of the two Ameridose facilities. Ameridose’s
other facility is located in Westborough, MA.



requests as its files and computers were seized pursuant to a search warrant executed by FDA’s
Office of Criminal Investigations (OCI) and the Criminal Division of the U.S. Attorney’s Office,
beginning on October 16, 2012. As a result of this ongoing criminal investigation, the
Committee’s investigative efforts to date have primarily focused on obtaining and reviewing
FDA documents.

Since the hearing, the Committee has pressed FDA to produce all of its documents
relating to NECC and Ameridose in order to obtain a full picture of FDA’s inspectional history,
oversight, and decision-making with respect to these firms. Only after being threatened with the
possibility of a subpoena in a February 1, 2013, letter to Commissioner Hamburg, did FDA
finally complete its production on March 21, 2013. FDA’s production included internal emails
between officials and staff at FDA headquarters and staff in FDA District Offices relating to
NECC and Ameridose. It also included memoranda and emails exchanged within FDA’s Office
of the Chief Counsel (OCC) relating to the agency’s assessment of its authority over pharmacy
compounding. FDA has asserted that all documents and communications responsive to the
Committee’s requests have been produced.

After reviewing these documents, Majority Committee staff believes there is a strong
basis for Members to pursue answers from FDA on whether this tragedy was preventable had the
agency taken action under its existing authorities to address the steady stream of complaints it
had received about NECC and its sister company, Ameridose, since issuing a Warning Letter to

- NECC in December 2006. The answer to this question is critical to solving any underlying

problems. Operational and/or systemic flaws must be addressed in order to ensure that if any
additional laws are passed or administrative actions are taken, they will actually lessen the
chances of history repeating itself.

The documents that FDA produced to the Committee are troubling. Contrary to a
statement made by Massachusetts Governor Deval Patrick, NECC was not “operat[ing] in the
shadows.” NECC and Ameridose had long been the topic of significant discussion within FDA;
the link between the two companies was well known. Since late 2004, when FDA last inspected
NECC prior to the outbreak, the agency received numerous complaints from a range of
healthcare providers—and at least one informant at Ameridose—about the companies’ products
and practices, including many that called into question the safety of the drugs the companies
produced.

During the Commissioner’s testimony before the Subcommittee in November, and in
numerous statements made by her and other FDA officials since, FDA has maintained that
uncertainty over its authority prevented the agency from pursuing enforcement actions against
companies involved in compounding. For example, in her written statement for the
Subcommittee’s hearing on November 14, the Commissioner asserted that “FDA’s ability to take
action against compounding that exceeds the bounds of traditional pharmacy compounding and

2 Press Release, Mass. Dep’t of Health & Human Services, Governor Patrick Announces Legislation to Reform
Board of Pharmacy and Fill Gaps in Compounding Industry Oversight (Jan. 4, 2013), available at
http://'www.mass.gov/eohhs/gov/newsroom/press-releases/echhs/legislation-to-reform-board-of-pharmacy-
announced.html.
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poses risks to patients has been hampered by gaps and ambiguities in the law.”> She repeatedly
mentioned that FDA’s authority over compounding pharmacies—even when such entities were
engaged in activities that closely resembled those of a drug manufacturer—was questionable.

The Commissioner stated that the “legal framework for FDA activities is very, very unclear,
untested, and limited””* and that FDA has “ambiguous, fragmented, unclear, and contested
authorities in this particular realm of pharmacy and drug manufacturing practice. . . .”> Citing
these issues as impediments to FDA’s ability to act in the face of mounting patient safety and
public health concerns associated with NECC and Ameridose, the Commissioner proposed a new
framework for regulating drug compounding operations and asked Congress for additional
“authorities to support this new regulatory paradigm.”®

FDA has long been steadfast in its assertions of authority over drug manufacturing being
conducted under the guise of pharmacy compounding—and that the agency would enforce such
authority when entities like NECC and Ameridose were engaged in significant violations of the
Food, Drug, and Cosmetic Act and jeopardizing public health in the process.” That being said,
internal FDA documents do show that the agency has been grappling with its authority over
compounding for decades and that this debate came to a head in early 2009, after two different
Circuit Courts of Appeals had issued conflicting opinions on the matter. What is troubling,
though, is that FDA allowed this uncertainty to essentially paralyze the agency’s oversight
efforts from 2009 through 2012, even with respect to companies operating well outside the
bounds of traditional pharmacy compounding, including NECC and Ameridose.

In the six years following the 2006 Warning Letter, FDA failed to take any enforcement
action against NECC or Ameridose despite receiving complaint after complaint, often relating to
the safety of the companies’ drugs. Though several inspections and related enforcement actions
were considered during this time period, they were repeatedly delayed and ultimately cancelled.
In fact, in 2011, FDA made an affirmative decision to suspend inspections and enforcement
actions relating to compounding operations, including NECC and Ameridose, until the agency
finalized new guidance to industry detailing where it would draw the line between pharmacy
compounding and drug manufacturing. Regardless of where this line would ultimately have
been drawn, based on a review of the documents, it appears evident that NECC and Ameridose
had already crossed it.

FDA'’s recent decisions not to even re-inspect NECC or Ameridose pursuant to any of the
complaints the agency received are perplexing, particularly in light of FDA’s flurry of

3 The Fungal Meningitis Outbreak: Could It Have Been Prevented? Hearing Before the Subcomm. on Oversight &
Investigations of the H. Comm. on Energy & Commerce, 112th Cong. (2012) (prepared statement of Margaret
Hamburg, Comm. of U.S. Food & Drug Admin. (FDA)) [hereinafter, “Hamburg Statement™], available at
http://www.fda.gov/NewsEvents/Testimony/ucm327664 . htm.
* The Fungal Meningitis Qutbreak: Could It Have Been Prevented? Hearing Before the Subcomm. on Oversight &
Investigations of the H. Comm. on Energy & Commerce, 112th Cong. 61-62 (2012) (testimony of Margaret
Hamburg, Comm. of FDA) [hereinafter, “Hamburg Testimony”], available at
http //energycommerce.house.gov/hearing/fungal-meningitis-outbreak-could-it-have-been-prevented.

3 Id at 74.
SId at 53.
7 See Jane Axelrad, then-Associate Dir. for Policy, & David Horowitz, then-Dir., Off. of Compliance, Center for
Drug Evaluation & Research (CDER), FDA, FDA Update on Pharmacy Compounding, Presentation to Int’l Acad.
of Compounding Pharmacists (June 9, 2003).
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enforcement activity since the meningitis outbreak involving a number of companies engaged in
similar practices. According to FDA, since October 1, 2012, the agency has inspected 50
compounding facilities—issuing Form 483s® to approximately 30 firms, resulting in five firms
recalling their products, and one firm receiving a Warning Letter. FDA staff informed
Committee staff that other regulatory actions are under consideration. Like NECC and
Ameridose, several of these companies have long histories with FDA. Prior to these inspections
taking place, no new laws were passed and no new regulations or guidance documents were
issued.

Part II of this memorandum provides a summary of FDA’s authority over pharmacy
compounding and the agency’s related enforcement policies. Parts Il and IV will show that,
while broader policy discussions about the scope of FDA’s authority were ongoing within the
agency, a number of FDA employees and officials grew increasingly concerned about the safety
of the products and practices at NECC and Ameridose, based on complaints the agency received.
Despite its concerns that these companies were jeopardizing patient safety, FDA took no
meaningful action against either company since issuing the 2006 Warning Letter to NECC.
While the agency has pointed to confusion over its authority, the documents obtained by the
Committee reveal that inefficiency, indecisiveness, skewed priorities, and a lack of leadership
are what primarily hampered FDA’s ability to prevent NECC’s products from killing over 50
Americans.

PART II: FDA AUTHORITY OVER PHARMACY COMPOUNDING

FDA has long defined traditional pharmacy compounding as the combining, mixing, or
altering of ingredients by a pharmac1st in response to a physician’s prescription to create a
medication for an individual patient.” In 1992, due to FDA’s concerns that certain compounding
pharmacies were producing and distributing unapproved new drugs in a manner that was clearly
outside the bounds of traditional pharmacy compounding, the agency issued Compliance Policy
Guide 7132.16 (1992 CPG). FDA asserted that compounded drugs were not exempt from the
requirements of the Food, Drug, and Cosmetic Act (FDCA or the Act), and while the agency did
not intend to initiate enforcement actions against entities involved in traditional pharmacy
compounding, it did plan to do so in situations where a company’s activities resembled those of a
drug manufacturer. A list of non-exhaustive factors the agency would consider in making these
determinations was included.

® FDA issues a Form 483 at the end of an inspection when the investigators believe that the observed conditions or
practices, in their judgment, may indicate violations of the FDCA or any related regulations. FDA has stated that its
goal in issuing a 483 is to have the company act quickly to correct potential violations. The FDA considers the 483
along with an Establishment Inspection Report (EIR), prepared by FDA investigators, and any other information,
mcludlng any responses received from the company, to determine whether further action is appropriate.

® See Federal and State Role in Pharmacy Compounding and Reconstitution: Exploring the Right Mix to Protect
Patients: Hearing Before the S. Comm. on Health, Educ., Lab., and Pensions, 108th Cong. (2003) (prepared
statement of Steven Galson, Acting Dir., CDER, FDA), available at
http://www.fda.gov/NewsEvents/Testimony/ucm115010.htm.
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In 1997, based on concerns from compounding pharmacists that, according to the 1992
CPG, they were operating in per se violation of the FDCA, Congress added section 503A to the
Act as part of the Food and Drug Administration Modernization Act of 1997 (FDAMA).
Congress’s intent in doing so was to “bring the legal status of compounding in line with FDA’s
longstanding enforcement policy of regulating only drug manufacturing, not ordinary pharmacy
compounding.”’® Section 503A exempts compounded drugs from the new drug requirements
and certain adulteration and misbranding provisions of the FDCA so long as certain conditions
are met. The conditions listed in the statute parallel the factors included in the 1992 CPG and are
intended to limit the exemptions from the FDCA’s requirements to traditional pharmacy
compounding. These conditions include that the compounding be performed by a licensed
pharmacist or physician, that it is done in response to a patient-specific prescription, and that the
compounded product is necessary for an identified patient. Section 503A also required that the
physician’s prescription must be unsolicited and the pharmacy must not advertise or promote the
compounding of any particular drug.'!

The provisions related to solicitation and advertising were challenged in court by a group
of pharmacists as impermissible regulation of commercial speech. In February 2001, the U.S.
Court of Appeals for the Ninth Circuit agreed and declared that the speech-related provisions
were non-severable from the remainder of section 503A and, therefore, the entire section was
invalid."* In Thompson v. Western States Medical Center, 535 U.S. 357 (2002), the U.S.
Supreme Court affirmed the Ninth Circuit’s decision with respect to the First Amendment
restrictions, but did not rule on the issue of severability.

Because of the uncertainty caused by the Supreme Court’s decision in Western States,
FDA re-issued an updated version of its 1992 CPG in May 2002. Compliance Policy Guide,
Section 460.200 (2002 CPG) was very similar to the 1992 CPG; it reaffirmed FDA’s authority
over compounding under the FDCA and listed nine non-exhaustive “factors the Agency will
consider in exercising its enforcement discretion regarding pharmacy compounding,” including
compounding copies of drugs that are commercially available and compounding drugs for third

~ parties who resell to individual patients.'? According to the document: “FDA believes that an

increasing number of establishments with retail pharmacy licenses are engaged in manufacturing
and distributing unapproved new drugs in a manner that is clearly outside the bounds of
traditional pharmacy practice and that violates the Act. Such establishments and their activities -
are the focus of this guidance. . . . Pharmacies engaged in activities analogous to manufacturing
and distributing drugs for human use may be held to the same provisions of the Act as
manufacturers.”™*

In early 2005, another group of pharmacies brought suit—this time in Texas—contesting
FDA'’s authority to regulate compounded drugs under the FDCA. On appeal, the case reached
the Fifth Circuit. In Medical Center Pharmacy v. Mukasey, 536 F. 3d 383 (5th Cir. 2008), the

19143 Cong. Rec. $9839 (daily ed. Sept. 24, 1997) (statement of Sen. Kennedy).
" See 21 U.S.C. § 353.
"2 Western States Medical Center v. Shalala, 238 F. 3rd 1090 (9th Cir. 2001).
13 See Compliance Policy Guide, Sec. 460.200 Pharmacy Compounding, FDA (May 2002) [hereinafter, “2002
CPG”), available at
&ttp://www.fda.gov/ICECI/ComplianceManuals/CompIiancePolicyGuidanceManual/ucmO74398.htm
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U.S. Court of Appeals for the Fifth Circuit refused to be bound by the Ninth Circuit’s decision in
Western States, and held in July 2008 that the unconstitutional restrictions on commercial speech
were in fact severable from the rest of section 503 A, which should remain in effect. Therefore,
in the Fifth Circuit, compounded drugs are exempt from the new drug, manufacturing, labeling,
and other requirements of the FDCA, but only to the extent that the pharmacy complies with the
restrictions set out in section 503A. Until the Medical Center Pharmacy decision, FDA had been
operating under the assumption that section 503A was invalid in its entirety; therefore, as the
agency stated in litigation and various correspondence over the previous six years, compounded
drugs were subject to the FDCA requirements but FDA would continue to exercise enforcement
discretion nationwide, as articulated in the 2002 CPG. After the decision, FDA publicly took the
position that it would apply the non-commercial speech related provisions of section 503A in the
Fifth Circuit and continue to exercise enforcement discretion with respect to entities located
outside the Fifth Circuit. Within FDA, however, debate about the soundness of this approach
would continue. These discussions and how they impacted potential enforcement actions against
NECC and Ameridose will be addressed throughout this memorandum. '

Publicly, FDA has consistently asserted authority over compounding pharmacies engaged
in activities more analogous to those of a drug manufacturer. In fact, on June 29, 2012—only
days after NECC made and distributed two contaminated batches of methylprednisolone acetate
to facilities across the country—FDA released a statement to that effect: “FDA may take
enforcement action against compounding pharmacies if warranted. The FDA makes its

- enforcement decisions about compounded products on a case-by-case basis after considering the

particular facts at issue.”" In a related letter sent to one large-scale compounding pharmacy on

the same day, FDA stated that the agency is “applying its normal enforcement policies for
compounded drugs” and that the compounding of large volumes of drugs that are essentially
copies of FDA-approved products is one factor “the Agency considers in deciding whether to
initiate enforcement action with respect to compounding.”'® The letter highlighted that these
factors are addressed “in both section S03A of the Federal Food, Drug, and Cosmetic Act
(FDCA) (21 U.S.C. § 353a) and the Agency’s compliance policy guide (CPG) on pharmacy
compounding (CPG Sec. 460.200).”'7 The letter then included a footnote discussing the fact that
“the Fifth and Ninth Circuit Courts of Appeals have reached different conclusions regarding
whether section 503A is invalid or remains in effect.”'®

In her written statement for the November 14, 2012, Oversight Subcommittee hearing,
Commissioner Hamburg cited this Circuit Court split as having “amplified the perceived gaps
and ambiguity associated with FDA’s authority over compounding pharmalc:ies.”19 While there
were challenges to FDA’s authority, at no point in time did the agency lack sufficient authority

' Press Announcement, FDA, Questions and Answers on Updated FDA Statement on Compounded Versions of
hydroxyprogesterone caproate (the active ingredient in Makena) (June 29, 2012), available at
http://'www.fda.gov/NewsEvents/Newsroom/PréssAnnouncements/ucm3 10215 htm.

'® Letter from Dir. (acting), Off. of Unapproved Drugs and Labeling Compliance, Off. of Compliance, CDER, FDA,
to Pres. & CEO, Wedgewood Pharmacy (June 29, 2012), available at

E17ttp://www.fda. gov/downloads/NewsEvents/Newsroom/PressAnnouncements/UCM314387.pdf.

5 Z, at 2.

'° Hamburg Statement, supra note 3.
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under the FDCA to take enforcement action against companies that were clearly manufacturing
under the guise of compounding and jeopardizing patient safety in the process. Regardless of
whether FDA applied and cited to the factors listed in section 503A or the CPG, NECC and
Ameridose were operating well outside the scope of traditional compounding pharmacies and
squarely within FDA’s authority to take action in response to violations of the FDCA.

PART III: FDA’S OVERSIGHT OF NECC: 2003-2006

NECC first appeared on FDA’s radar in March 2002, when two adverse events were
reported to the agency through its MedWatch system. Both adverse events involved patients
experiencing meningitis-like symptoms after receiving betamethasone injections from the same
lot produced and distributed by NECC. Based on the ensuing inspection, which was conducted
with the MDPH, FDA issued NECC a Form 483 on April 16, 2002. FDA focused primarily on
two violations: the sterility of the betamethasone product and NECC'’s failure to account for
records related to the suspect lot of betamethasone, which subsequently tested positive for
contamination.?’

In October 2002, FDA and State inspectors returned to NECC in response to three
MedWatch reports associated with the use of methylprednisolone acetate made by NECC in May
2002. Like betamethasone, methylprednisolone acetate is a steroid solution often injected into
the spine to treat pain and swelling. According to FDA’s investigative report, the three
MedWatch reports involved patients having to be hospitalized with meningitis-like symptoms.
Hospital staff informed FDA that vials from the same lot distributed by NECC were tested at the
hospital and confirmed positive for contamination.?! In February 2003, prior to FDA’s issuance
of another Form 483 to NECC, a meeting was convened with officials from FDA and the
MDPH, at which time it was decided that NECC should be treated as a compounding pharmacy
and that the State should take the lead on any further regulatory actions.?

Part III(A) of this memorandum will show that, not long after the February meeting,
FDA began to receive additional information about the nature and scope of NECC’s operations
that would raise questions about whether the company was in fact operating as a manufacturer,
as opposed to a traditional compounding pharmacy. This information would form the basis for
an additional inspection beginning in September 2004. As described in Part III(B), FDA’s
extraordinary delay in issuing a Warning Letter to NECC pursuant to that inspection interfered
with FDA’s efforts to address new complaints that were submitted between the time of the 2004
inspection and a Warning Letter ultimately being issued in December 2006. Moreover, FDA’s
failure to address NECC’s January 2007 response to the Warning Letter until almost another two
years had passed further complicated FDA’s enforcement efforts. Part III(C) details the

% See FDA, NEW ENGLAND COMPOUNDING PHARMACY, INC. FORM FDA 483 (Apr. 16, 2002).

! FDA, INSPECTION REPORT OF NEW ENGLAND COMPOUNDING CENTER, at 4 (Feb. 10, 2003) [hereinafter, “FDA
FEB. 10, 2003 INSPECTION REPORT”].

%2 See Memorandum from Kristina Joyce, Consumer Safety Officer, New England Dist. Off., FDA & Mark
Lookabaugh, Compliance Officer, New England Dist. Off., FDA, to Central File, February 5, 2003 Meeting with
Massachusetts Board of Pharmacy/Division of Professional Licensure (239 Causeway Street, Boston, M4 02114), at
1 (Feb. 24, 2003) [hereinafter, “Feb. 24, 2003, FDA Memorandum”].
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complaints that FDA continued to receive about NECC after the agency replied, on October 31,
2008, to NECC’s response to the Warning Letter. Despite considering several additional
inspections of NECC, FDA did not return to the company until the fungal meningitis outbreak.

A. FDA is on Notice that NECC is Operating Outside the Scope of a Traditional
Compounding Pharmacy.

FDA has long recognized the importance of traditional pharmacy compounding and
acknowledged that the State is primarily responsible for overseeing pharmacies engaged in this
often critical practice. However, according to FDA’s policy guidance, “when the scope and
nature of a pharmacy’s activities raise the kinds of concerns normally associated with a drug
manufacturer and result in significant violations of the new drug, adulteration, or misbranding
prov1s1ons of the [FDCA], FDA has determined that it should serlously consider enforcement
action.”® Documents produced to the Committee show that prior to FDA’s issuance of the
Warning Letter to NECC the agency understood that the company was substantially engaged in
activities resembling those of a drug manufacturer.

As was previously mentioned and discussed at the November 2012 hearing with
Commissioner Hamburg, a meeting was convened in February 2003 between FDA and the
MDPH, which included representatives from the Massachusetts Board of Registration in
Pharmacy (MBP or Massachusetts Board). The purpose of the meeting was to “review the
inspectional history of the New England Compounding Center and develop a joint strategy for
achieving safe compounding practices at the firm. 24 At this point in time, FDA and State
inspectors had already been to NECC on two separate occasions—in April and October 2002—
in response to MedWatch reports associated with patients experiencing meningitis-like
symptoms after having been administered NECC-produced betamethasone and
methylprednisolone acetate injections.

During the February 2003 meeting, “[a] discussion was held to decide if NECC should be
considered a manufacturer or a compounder.”® It was decided that “current findings supported a
compounding role” and that “the state would be in a better position to gain compliance or take
regulatory action against NECC as necessary.”?® While FDA determined that the Massachusetts
Board would take the lead, FDA concluded the meeting by “emphasizing the potential for
serious public health consequences if NECC’s compoundmg practices, in particular those
relating to sterile products, are not improved.” 27 Prior to this meeting taking place, David Elder,
FDA’s then-Director of Compliance in the New England District Office (NWE-DO) had emailed
individuals in the Division of New Drugs and Labeling Compliance (DNDLC) at FDA’s Center
for Drug Evaluation and Research (CDER), acknowledging the need for FDA to continue to
monitor the situation at NECC and the State’s oversight of the firm. He stated, “We will have
further discussions with the state about any future actions with this company — if the state can’t

22002 CPG, supra note 13, at 3.

2 Feb. 24,2003, FDA Memorandum, supra note 22.
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or won’t take appropriate action, we will work with your office to devise an appropriate
enforcement strategy as we remain concerned with this firm’s operations.”®

When asked about FDA’s role at the hearing in November 2012, Commissioner Hamburg
stated, “[FDA] tried to provide help and assistance. But the responsibility for assuring
compliance with sterility issues was, in fact not our direct responsibility.”* When questioned
about whether she thought the State “could have stopped [the meningitis outbreak],”
Commissioner Hamburg responded, “They were unsuccessful, and it is, you know, was tragic.
What Commissioner Hamburg failed to mention was that the snapshot FDA had of the company
in February 2003 was very different from the deep understanding the agency had gained about
the nature and scope of NECC’s operations from 2003 up until the outbreak in 2012.

3,30

In fact, not long after the February 2003 meeting, a different picture of NECC began to
emerge. On May 26, 2004, the Massachusetts Board received an email from a hospital
pharmacist in Jowa suggesting that NECC was engaged in manufacturing, not traditional
compounding. The pharmacist informed the MBP that “I have been receiving a lot of literature
from [NECC] promoting compounded products for cataract surgery. . .. I was told I could easily
get 15 patients out of every 3ml dropper of solution, so it would be very economical.”®' The
pharmacist then stated, “Though I strongly believe in the right of pharmacists to compound
prescriptions for their patients, the distribution of Froducts under these circumstances looks
much more like manufacturing than dispensing.”** Based on other documents produced to the
Committee, it appears as though the product being referenced was known as trypan blue,
reportedly being used for capsular staining during cataract surgery. The lead attorney for the
MBP, Susan Manning, asked the Board’s Executive Director, Charles Young, in response,
“Could you clarify what we may not have known about their operation previously that this email
tells us? As in what the FDA might not know in their prior assessment that NECC was not a
‘manufacturer’ 73>

The MBP forwarded this correspondence to FDA along with a copy of a complaint it had
received from a pharmacist in Wisconsin about NECC promoting a potent topical anesthetic
cream.”* At this point in time, FDA had in fact already received a complaint from a law firm
representing a drug company related to NECC’s promotion of trypan blue. On February 27,
2004, the firm informed FDA that its client had a similar, FDA-approved ophthalmic dye and
that, while trypan blue had been approved in certain countries, it was not approved in the U.S.*®
Like the complaints that were forwarded to FDA by the MBP, this complaint raised further

%% E-mail from David Elder, Dir. of Compliance, New England Dist. Off., FDA, to Fred Richman, Dep. Dir., Div. of
New Drugs & Labeling Compliance (DNDLC), Off. of Compliance, CDER, FDA, et al. (Jan. 23, 2003, 10:48 AM).
% Hamburg Testimony, supra note 4, at 63-64.
*°Id. at 137. :
; E-mail from Redaction to Mass. Bd. of Registration in Pharmacy (May 26, 2004, 6:16 PM).

Id
* E-mail from Susan Manning, Counsel to Mass. Bd. of Registration in Pharmacy, to Charles Young, Exec. Dir.,
Mass. Bd. of Registration in Pharmacy (May 27, 2004, 9:49 AM).
34 See E-mail from Compliance Officer, New England Dist. Off., FDA, to Kathleen Anderson, Acting Team Leader,
Compounding Team, DNDLC, Off. of Compliance, CDER, FDA (June 23, 2004, 12:42 PM).
3 See E-mail from Compliance Officer, New England Dist. Off., FDA, to Kathleen Anderson (Feb. 27, 2004, 10:49
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questions about whether NECC was operating as a traditional compounding pharmacy or as a
drug manufacturer. It was apparently the complaints related to trypan blue that prompted CDER
to send the NWE-DO an inspection assignment for NECC on June 2, 2004, “to obtain
information about the firm’s compounding practices, especially as they relate to the
compounding of trypan blue products.”36 Included in the inspection assignment was an
acknowledgement that section S03A of the FDCA had been invalidated by the Western States
decision so the inspection was being conducted in accordance with the 2002 CPG. It listed a
number of questions that “are consistent with that guidance” for the inspector to answer based on
information obtained from NECC.>” The Ninth Circuit’s invalidation of section 503A, therefore,
did not preclude FDA from inspecting NECC and, as described in the 2002 CPG, from
considering enforcement actions if “the scope and nature of [the] pharmacy’s activities raise the
kinds of concerns normally associated with a drug manufacturer and result in significant
violations of the new drug, adulteration, or misbranding provisions of the Act.”*®

Pursuant to FDA’s observations during this inspection, which began in September 2004
and was again conducted with State inspectors, NECC was issued a Warning Letter more than
two years later, on December 4, 2006. The Warning Letter listed a number of practices that FDA
inspectors observed during the inspection of NECC, or which were otherwise brought to the
agency’s attention, that indicated the company was operating as a manufacturer. In particular,
the Warning Letter stated that the firm was compounding copies of commercially available
products, pointing to the fact that trypan blue had since been approved by the FDA in December
2004; compounding standardized anesthetic drug products, which was outside the scope of
traditional pharmacy compounding; repackaging Avastin, a sterile injectable product being used

. to treat macular degeneration; and reportedly informing physicians’ offices that using a staff

member’s name on prescriptions would suffice, rather than submitting prescriptions to be filled
based on the needs of an identified patient.’ FDA concluded the Warning Letter by informing
the President and co-owner of NECC, Barry Cadden, that “[f]ailure to promptly correct these
deviations may result in additional regulatory action without further notice, including seizure or
injunction against you and your firm.”* ’

In December 2006, FDA warned Mr. Cadden that a subsequent inspection would be
conducted. FDA failed to do so. When asked about this, Commissioner Hamburg testified in
November: “We have also been reviewing actions taken in the past with regard to NECC. From
our view thus far, we have no reason to believe that any of the specific actions in question, a
more timely issuance of the 2006 Warning Letter, or inspectional follow-up, would have
prevented this tragedy.”! She elaborated, “It is very hard to know if any one action that we
might have taken could have stopped this terrible tragedy. I wish that I could identify what that
would be.”*

3¢ Inspection Request from Kathleen Anderson to Dir., Investigations Branch, New England Dist. Off., FDA (June 2,
2004).

37 Id
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3% Warning Letter NEW-06-07W) from Gail T. Costello, Dist. Dir., New England Dist. Office, FDA, to Barry J.
Coadden, Dir. of Pharmacy, New England Compounding Center (Dec. 4, 2006) [hereinafter, “FDA Warning Letter”].
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What Commissioner Hamburg did not discuss was the fact that complaints about NECC
continued well after the Warning Letter; that they were often associated with issues different in
nature and scope than those addressed in the Warning Letter; that they were at times related to
the safety and potency of NECC products; that FDA failed to inform the State about the
complaints; and that FDA considered—but never conducted—several additional inspections of
NECC and related enforcement actions that very well may have averted this tragedy. Parts II(B)
and (C) detail these complaints and contemplated actions.

B. After Issuing the 2006 Warning Letter to NECC, FDA Receives More Complaints
About NECC Products and Practices

Following FDA’s September 2004 inspection of NECC to investigate the trypan blue
complaints, FDA continued to receive new complaints about the company’s products and
practices. On January 14, 2006, Steven Silverman, then-Director of CDER’s Division of New
Drugs and Labeling Compliance (DNDLC), was forwarded an email from an individual in Texas
detailing NECC’s distribution of multiple-use vials of injectable methotrexate, a drug being used
to treat certain types of arthritis and rheumatic conditions. The email stated, “In order to process
an order they only need the physician’s name and telephone number. . . . They do not need or
desire to have the patient[’]s name.” On a subsequent but related exchange, he attached Samia
Nasr, then-Team Leader of CDER’s Compounding Team, and stated, “As we discussed, NECC
is a repeat player, so it might deserve attention that other operations wouldn’t merit. But the
team is caught up with a range of high-profile issues, so this may need to wait (especially absent
reported injury).”** No substantive reply to this email was produced to the Committee, though
on February 24, 2006, Ms. Nasr was forwarded another NECC solicitation from a consumer
safety officer in CDER. This time, in addition to highlighting the firm’s Avastin repackaging
services, NECC was offering several compounded sterile injectable products.*

In forwarding the solicitation, the consumer safety officer stated, “The scope of their
manufacturing seems to be beyond the limited concern we have already identified with the
Awvastin manipulation!” and “in light of the new information suggesting that the scope of drug
manufacturing operations at this firm are expanding, the issuance of the directed inspection
request is appropriate.”*® Ms. Nasr responded, “I do not have any problem with the inspection,
we will know what is going on. I think what we were thinking is that if we send a [Warning
Letter] now . . . [FDA] will not be able to send a second one. I do not think OCC [Office of the
Chief Counsel or Chief Counsel’s Office] will allow us to do that, correct?”*’

* E-mail from Redaction to Steven Silverman, Dir., DNDLC, Off. of Compliance, CDER, FDA, et al. (Jan. 14,
2006, 6:49 PM).

* E-mail from Steven Silverman to Dep. Dir., Div. of Manufacturing & Product Quality, Off. of Compliance,
CDER, FDA, etal. (Jan 17, 2006, 11:20 AM).

4 See E-mail from Supervisory Consumer Safety Officer, DNDLC, Off. of Compliance, CDER, FDA, to Samia
Nasr, Team Leader, Compounding Team, DNDLC, Off. of Compliance, CDER, FDA, et al. (Feb. 24, 2006, 1:08
PM).

* Id., and E-mail from Supervisory Consumer Safety Officer to Samia Nasr et al. (Mar. 1, 2006, 9:30 AM).

*" E-mail from Samia Nasr to Supervisory Consumer Safety Officer, et al. (Mar. 2, 2006, 6:05 AM).
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The Warning Letter was ultimately sent in December 2006. NECC responded one month
later, noting that “the Warning Letter is based on an inspection of NECC that started on
September 23, 2004, approximately twenty-eight months ago” and that “[s]Jome of the letter’s
assertions no longer apply to NECC’s operations.”® After disputing FDA’s authority over
compounded drugs, Mr. Cadden stated that “NECC does not compound copies of FDA-approved
commercially available drugs, introduce unapproved new drugs into interstate commerce, does
not need approved [New Drug Applications] before dispensing its compounded medications, and
does not process or repackage approved drugs in a manner that would subject us to FDA
regulation. Nor are our compounded medications misbranded. NECC dispenses compounded
medications upon the receipt of valid prescriptions.”*

After reviewing NECC’s letter, Mr. Silverman emailed several colleagues in CDER on
January 9, 2007, including Ms. Nasr and CDER’s Director of Compliance at the time, Deborah
Autor. He stated, “In my view, NECC’s response is unacceptable. . . . If you disagree, let’s
discuss. Otherwise, we need a response to this letter. And given the comments about the
timelinesgs of the Warning Letter (OCC’s fault), we need a response within a reasonable time
frame.”

FDA’s response letter was not ultimately sent until October 31, 2008. Soon after the
Warning Letter was issued in 2006, however, new complaints about NECC had already begun to
arrive. It is apparent from documents produced to the Committee that FDA considered
additional inspections and potential enforcement activities throughout this time period, but
FDA'’s failure to issue a timely response to NECC’s January 2007 reply letter thwarted any
agency action.

Soon after FDA received NECC’s response, on February 22, 2007, a compliance officer
in the NWE-DO received an envelope of documents from an anonymous sender. The
compliance officer forwarded copies of the documents to several of her colleagues in the District
Office stating, “It appears from the words she highlighted on the documents, that she wants me
to know about other violations of NECC [than those described in the Warning Letter]. . . . Iwill
send the information to CDER. Note that all the documents she sent me pre-date the [Warning
Letter]; however, this information can be used for the [ Warning Letter] follow-up inspection
assignment.”' Similar to the NECC solicitation FDA had been forwarded a year earlier, in
addition to the Avastin repackaging services being offered, the documents included
advertisements for a number of compounded sterile injectable products.

While these complaints did not involve patients being harmed by NECC products, they
did provide FDA with additional knowledge about the nature and scope of the company’s
operations. On June 25, 2007, however, FDA did receive an adverse event report directly
implicating Avastin that had been repackaged by NECC and administered to a patient to treat

* Letter from Barry J. Cadden, Dir. of Pharmacy, NECC, to Compliance Officer, New England Dist. Off., FDA, et
al, at 1 (Jan. 5, 2007).

“Id at3.

%0 E-mail from Steven Silverman to Deborah Autor, Dir., Off. of Compliance, CDER, FDA, et al. (Jan. 9, 2007, 3:20
PM). v

> E-mail from Compliance Officer, New England Dist. Off,, FDA, to Mutahar Shamsi, Dir., Compliance Branch,
New England Dist. Off., FDA, et al. (Feb 22, 2007, 11:30 AM). :
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macular degeneration. According to the report, the patient had received six monthly doses of
Avastin without incident until April 21, 2007, when “the patlent developed severe
endopthalmitis” and had to undergo emergency eye surgery.”> The report stated, “The Avastin
dose administered prior to event onset was provided to the [reporting physician] by the New
England Compounding Center.”>® No communications referring or relating to this complaint
were produced to the Committee by FDA. It is not apparent, based on a review of the
documents, that FDA did anything in response—Ilet alone re-inspect NECC—despite primarily
detailing these very concerns in the Warning Letter: “We are especially concerned with the
potential microbial contamination associated with splitting Avastin — a single-use, preservative-
free, vial — into multiple doses. When used 1ntrav1trea11y, microbes could cause endophtalmitis,
which has a high probability for significant vision loss.”

The decision over whether FDA would re-inspect NECC pursuant to the new complaints
was clearly being influenced by the agency’s inability to send a timely response to NECC’s
January 2007 letter replying to the Warning Letter. Further, the outstanding response was also
influencing FDA’s decision whether to inspect Ameridose, NECC’s sister company. On May
21, 2007, CDER drafted an inspection request for the NWE-DO based on a MedWatch report
FDA received associated with Ameridose, which made similar complaints to those FDA had
already received about NECC. The complaint stated that “Ameridose is engaged in the
manufacture of unapproved intravenous solutions that are not dispensed pursuant to a
prescription. . . .”>> When one of the inspectors in the District Office received the request from
CDER, he emalled his supervisor asking, “Do we want to inspect with the state this new location
under the same or similar management/ownershlp prior to responding to the NECC response of
January 7, 20072”° The supervisor responded that CDER was “aware of the relationship
between NECC and Amerldose” but that they “still want[ ] you to go to Ameridose” after calling
them to discuss the approach.’” However, the Ameridose inspection did not ultimately occur
until December 2007. Prior to the inspection, the District Office inspector contacted an
individual on CDER’s Compounding Team who asked him to obtain information during the
inspection to “elaborate on their business relationship/model and anything else that may
potentially cause some inspectional hurdles.””® This inspection and decisions surrounding it, as
well as additional issues with Ameridose and the relationship between the two entities, are
subsequently addressed in greater detail in Part IV of this memorandum.

Meanwhile, new complaints directly associated with the safety of NECC products
continued. On December 6, 2007, FDA’s Office of Emergency Operations received a call from a

z FDA ADVERSE EVENT REPORTING SYSTEM (FAERS) (June 25, 2007).

Id
* FDA Warning Letter, supra note 39, at 3.
% Inspection Request from Staff Fellow, Compounding Team, DNDLC, Off. of Compllance CDER, FDA, to
Michael Kravchuk, Dir., Investigations Branch, New England Dist. Off., FDA, (May 21, 2007).
%6 E-mail from Drug Pre-Approval Manager, New England Dist. Off,, FDA, to Compliance Officer, New England
Dist. Off., FDA (June 7, 2007, 9:05 AM).
57 E-mail from Compliance Officer, New England Dist. Off., FDA, to Drug Pre-Approval Manager, New England
Dist. Off., FDA (June 7, 2007, 11:49 AM).
% B-mail from Reg. Operations Officer, Compounding Team, DNDLC, Off. of Compliance, CDER, FDA, to Drug
Pre-Approval Manager, New England Dist. Off., FDA (Dec. 4, 2007, 10:55 AM).
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“physician pain specialist who treats patients with epidural injections.”® The caller stated that
“[f]or a period of time, he was treating fibromyalgia patients with epidural injections of
betamethasone manufactured by New England Compounding Center” and that “between August
22 and October 5 he noticed that some vials of product were discolored (which he discarded) but
others, which appeared normal, were administered and his patients started having problems.”*

Based on a memorandum drafted by a consumer safety officer in FDA’s New Orleans
District Office (NOL-DO) assigned to investigate the complaint, she first visited the physician’s
office on December 11, 2007.®" The memorandum detailed a series of meetings and interviews
conducted with the physician and several patients through January 2008, which raised numerous
concerns about the activities of the physician and his practices. While the physician failed to
produce certain records, dates, and patient information requested, he did state that “greater than
100 patients that were treated with the betamethasone began complaining of increased
fibromyalgia pain and moderate to severe flu-like symptoms”; that he noticed “some of the vials
of betamethasone appeared to be discolored”; and that “particles [were] floating in the bottom of
the vial.”®? He also said that “the lots in question were received on 8/20/07, 9/17/07, and
9/28/07% and provided the FDA investigator with “vials of the questionable betamethasone**
he had not discarded from one of these lots, which she retained for sampling. She ultimately
referred the complaint to the NWE-DO “for follow-up as appropriate” on February 25.%

It is apparent from subsequent District Office communications produced to the

- Committee that FDA tested the vials provided by the physician, but those tests did not detect the

presence of any bacterial endotoxins and the samples met “FDA requirements for assay and
ID.” After reviewing the memorandum and the test results, the NWE-DO compliance officer
forwarded the information to Ms. Nasr in CDER on April 1, 2008, and followed up on May 22
asking, “Any decision on any type of follow—up?”67 No response from Ms. Nasr was produced to
the Committee, though this conversation between the District Office and CDER continued for
some time.®® FDA did not re-inspect NECC pursuant to this complaint. Further, based on
documents produced to the Committee, it does not appear as though FDA contacted the company
or informed the State about these new concerns with NECC’s betamethasone injections.

FDA’s decision not to re-inspect NECC based on this complaint is troubling, given that
the initial inspection of NECC in 2002 was triggered by adverse event reports associated with
patients experiencing similar symptoms after receiving the same drug. FDA’s delay in resolving
the 2006 Warning Letter appears to have influenced the agency’s response. For example, on

% E-mail from Emergency Coordinator, Off. of Crisis Mgmt., Off. of Emergency Operations, FDA, to Supervisor,
IG\OIew Orleans Dist. Off., FDA (Dec. 6, 2007, 1:53 PM).
Id
¢! See Memorandum from Consumer Safety Officer, New Orleans Dist. Off,, FDA, to Supervisory Consumer Safety
Officer, New Orleans Dist. Off., FDA (January 9, 2008) (note that Memorandum is accidentally dated 2007).
2Id at2.
63 I d
“Id at3.
S Idat1.
% E-mail from Compliance Officer, New England Dist. Off., FDA, to Samia Nasr (Apr. 1, 2008, 2:44 PM).
67 May 22, 2008 email from Ota to Nasr. '
88 See May 29, 2008 email from Ota to Anderson.
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June 17, 2008, FDA received separate, though related, information about betamethasone being
made and distributed by NECC. Representatives of a pharmaceutical distributor met with NOL-
DO staff to express concerns about compounded betamethasone “being injected in the spinal
synovial fluid.”® Three different sizes of NECC vials were shared with NOL-DO staff who
forwarded the information to the NWE-DO.”° Once the NWE-DO compliance officer
responsible for NECC received it on June 24, he forwarded it to Ms. Nasr in CDER stating, “The
District usually follows up with these memos by inspecting the firms listed in the memo but the
NECC [Warning Letter case] is still open and we do not usually re-inspect until an adequate
response is received from the firm. Iknow the last time we spoke you expressed that you might
want to issue an assignment to inspect NECC. Please advise on follow-up to the memo?””! Ms.
Nasr responded, “We received information also about NECC compounding mesotherapy
products727 3,and we were thinking about inspection. Can we set up a call with you and others to
discuss?”

Ms. Nasr informed Mr. Silverman, who at this point had been promoted to Assistant
Director of CDER’s Office of Compliance, and Kathleen Anderson, Deputy Director of the
DNDLC, that she had spoken with NWE-DO staff about the inspection and the question came up
about what they would do “if they find violations and we end up needing to issue another
warning letter.”™ Ms. Anderson replied, “Typically we do not issue a firm a warning letter for
the same violation (unless it has been many years since the initial warning letter). Sometimes we
issued more than one warning letter to a firm if the letters are to address different unrelated
issues. If we have issued multiple letters, for the same or similar problems then we should be
considering seizure or injunction rather than another warning letter.””

CDER decided to go forward with the inspection of NECC and began drafting an
assignment for the District Office. On June 27, 2008, Ms. Nasr spoke with the compliance
officer in the NWE-DO responsible for NECC. The compliance officer informed Mutahar
Shamsi, then-Director of Compliance in the District Office, “Today Samia [Nasr] called me and
she said she talked with people in [CDER] and they said if the firm is still compounding then we
will enjoin the firm.””® The assignment was ultimately issued on September 16, 2008, and
stated, “The purpose of this inspection request is to investigate the site’s compounding practices,
particularly relating to the production of mesotherapy/lipodissolve products.”’” It is clear from
the assignment that in addition to the mesotherapy-specific issues, the inspector was to follow-up
on the observations documented in the December 2006 Warning Letter and to investigate the
firm’s compounding operations in general. In particular, as indicated by a list of questions for

:Z Memorandum from Compliance Officer, New Orleans Dist. Off., FDA, to File (June 17, 2008).

See id.
"' E-mail from Compliance Officer, New England Dist. Off., FDA, to Samia Nasr (June 24, 2008, 11:38 AM).
7 Mesotherapy products have been advertised as an alternative to liposuction. They have been compounded with
phosphatidylcholine. Although phosphatidylcholine is approved by the FDA as a dietary supplement, compounders
have prepared the product for injection.
7 E-mail from Samia Nasr to Compliance Officer (June 24, 2008, 11:42 AM).
™ E-mail from Samia Nasr to Kathleen Anderson, et al. (Tune 25, 2008, 6:43 AM).
" E-mail from Kathleen Anderson to Samia Nasr (June 25, 2008, 8:48 AM).
76 E-mail from Compliance Officer, New England Dist. Off,, FDA, to Mutahar Shamsi (June 27, 2008, 1:15 PM).
" Inspection Request, Sample Collection from Consumer Safety Officer, Compounding Team, DNDLC, Off. of
Compliance, CDER, FDA, to Michael Kravchuk & Gail Costello, at 1 (Sept. 16, 2008). ‘
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the inspector to address, sterility was a concern: “Are drug products and supplies stored under
appropriate temperature, light, moisture, sanitation, and ventilation conditions?”; “Are sterile
products made in an environment that prevents contamination?”’; and “What type of in-process or
finished product testing [is] performed and at what frequency?” The assignment concluded,
“Based on the determination if the firm is operating as [a] manufacturer or as [a] traditional
compounding pharmacy, an enforcement action is likely if the firm is operating as [a]
manufacturer.”’®

Once Mr. Shamsi received the assignment on September 18, 2008, he forwarded it to
Deborah Autor in CDER asking, “Did you want to get involved also at the beginning? Since the
firm has already received a Warning Letter, further violations should (I hope) lead to a judicial
action.””® After hearing from several of her colleagues in CDER, Ms. Autor replied on
September 25, “I’m told the [CDER] compounding team is now talking to and collaborating with
the District on this hybrid mesotherapy/general compounding inspection. Let me see if the GMP
side of my office also wants to engage now to prepare for that part of the inspection.”®® She
proceeded to reach out to then-Director of CDER’s Division of Manufacturing and Product
Quality, Rick Friedman, asking for his thoughts, to which he replied, “[W]e could assist with
manufacturing and sterility assurance issues in a pre-inspection briefing[.]”*!

While CDER appeared ready to go forward with the inspection—despite the fact that the
agency had yet to send NECC a response to its January 2007 letter objecting to the findings in
the Warning Letter—it is apparent that Mr. Shamsi began to question whether it was wise to
inspect the facility prior to issuing the response. On October 1, 2008, he emailed Ms. Autor
stating, “I’m wondering whether our lack of a response would hinder any further regulatory
action against NECC (if OGC is reluctant to respond to a [Warning Letter], how would they
respond to an injunction request?)[.]”*? To a certain extent, Mr. Shamsi’s concerns were shared
by the NECC compliance officer in the NWE-DO: “If we re-inspect there is no second [Warning
Letter.] Next step is to enjoin the firm. . . . Injunctions have time frames and have to be
processed quickly. If OCC and CDER cannot agree on a response letter can they agree on an
injunction[?]"% ‘

By this point, documents produced to the Committee reveal that FDA staff was frustrated
with the time it was taking the FDA Chief Counsel’s Office to approve a response to NECC. In
fact, in January 2008, Mr. Silverman had asked whether anyone in CDER was having any
particularly frustrating interactions with OCC they would like addressed.®* On January 28, Ms.
Nasr responded that the Compounding Team was concerned about the “length of time to get

B Id. at 6.

7 E-mail from Mutahar Shamsi to Deborah Autor (Sept. 18, 2008, 1:44 PM).

%0 E-mail from Deborah Autor to Mutahar Shamsi (Sept. 25, 2008, 11:29 PM).

8 E-mail from Rick Friedman, Dir., Div. of Manufacturing & Product Quality, Off. of Compliance, CDER, FDA, to
Deborah Autor (Sept. 26, 2008, 12:31 AM).

82 E-mail from Mutahar Shamsi to Deborah Autor (Oct. 1, 2008, 8:19 AM).

8 E-mail from Compliance Officer, New England Dist. Off., FDA, to Mutahar Shamsi (Oct. 2, 2008, 9:15 AM).

8 See E-mail from Consumer Safety Officer, FDA, to Samia Nasr, et al. (Jan. 28, 2008, 11:39 AM).
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anything cleared by OCC” and specifically cited the NECC response draft that CDER had sent to
OCC on August 29, 2007.%

While discussions about inspecting NECC prior to issuing the response letter were
ongoing, on October 9, 2008, FDA’s Los Angeles District Office received a complaint about a
patient being hospitalized after having been intravenously administered phosphatidylcholine
made by NECC.¥ Phosphatidylcholine injections are mesotherapy products, which FDA had
concerns about NECC making and distributing prior to any adverse event reports having been
received. According to the complaint report, after the initial infusion period, the patient
“developed [a] burning sensation” and a “swollen arm and hand.”®" After the patient was
discharged, he could not swallow food or liquid, vomited, and urinated blood. 8 He was
“admitted to an emergency room three more times” and “[t]he physician found blood clots in his
arm and hand.”® FDA collected a sample “to be analyzed for microbiological analysis and
analyzed for potency and chemical contamination.”® The NWE-DO was informed about the
situation on October 16, 2008. On October 17, Mr. Shamsi emailed the District compliance
officer responsible for NECC stating, “We need to make sure the investigator follows up on
this.”! However, according to the compliance officer’s notes from a meeting that took place
two days prior, involving officials from CDER, OCC, and the NWE-DO, including Mr. Shamsi,
it had already been decided that “OCC will get a response letter to the firm before we do an
inspection.”**

On October 31, 2008, more than four years after the underlying inspection and almost
two years after NECC responded to the Warning Letter, OCC finally signed off on FDA’s
response. The letter “acknowledge[d] and apologize[d] for the significant delay in this
correspondence.”” Like the agency detailed in the Warning Letter, FDA presented an extensive
summary of its authority over compounded drugs and the factors the agency would consider in
determining whether to exercise enforcement discretion. FDA concluded by stating, “We agree
that the length of intervening period was unusual. This in no way diminishes our serious
concerns about your firm’s operation. Your firm must promptly correct the violations noted in
the December 4, 2006, Warning Letter, and establish procedures to assure that such violations do
not occur. Its failure to do so may result in enforcement action including seizure of the firm’s
products and/or an injunction against the firm and its principals. In a future inspection, we will
confirm the commitments that you made in your response. We also will verify that your firm’s
compounding practices are consistent with the policy articulated in the [2002] CPG, and that
your firm’s operation is not otherwise at odds with the conditions under which the agency
exercises enforcement discretion towards pharmacy compounding.”® FDA, however, never

8 E-mail from Samia Nasr to Consumer Safety Officer, FDA, (Jan. 28, 2008, 11:45 AM). See also E-mail from
Samia Nasr to Consumer Safety Officer, FDA (Jan. 28, 2008, 12:12 PM).
Z: See FDA, CONSUMER COMPLAINT/INJURY REPORT, at 1 (Oct. 9, 2008).

Id '

°! E-mail from Mutahar Shamsi to Compliance Officer, New England Dist. Off., FDA (Oct 17, 2008, 7:11AM).
%2 Memo of Meeting, Compliance Officer, New England Dist. Off., FDA (Oct. 15, 2008).

% Letter from Compliance Officer, New England Dist. Off., FDA, to Barry J. Cadden, Dir. of Pharmacy, New
England Compounding Center, at 1 (Oct. 31, 2008).

*1d at4.

17




returned to the firm until the 2012 meningitis outbreak, despite receiving new complaints about
NECC’s products and practices.

C. After Closing Out the 2006 Warning Letter, FDA Continues to Receive New
Complaints About the Safety of NECC Products and the Company’s Practices

Now that FDA’s response to NECC had been sent, based on communications among
FDA staff, there should have been no barrier to FDA conducting an inspection of NECC,
especially in light of the additional issues and complaints that had been brought to the agency’s
attention while it worked on a response to NECC’s January 2007 letter. On November 4, 2008,
however, Mr. Shamsi informed the Director of the NWE-DO Investigations Branch at the time
that “CDER would like us to hold off for now” on the inspection that would have covered issues
relating to mesotherapy products and general compounding practlces > No explanation for this
new delay is apparent from the documents produced to the Committee, although FDA staff
resumed its debate in February 2009 when the results from the tests of the phosphatidylcholine
associated with the hospltahzatlon in Cahforma had come back showing the samples were
superpotent and displayed signs of degradation.*®

With further evidence that NECC’s practices were continuing to result in unsafe
products, FDA finally seemed prepared to take decisive action. On February 11, 2009, after
receiving the test results, the same District compliance officer emailed a number of his
colleagues, “CDER wants us to immediately (today) go [to] NECC to determine if the firm is
willing to recall the Phosphatidyl choline [sic] injection it compounds. The drug is superpotent
and not approved and should be recalled. We want to determine the batch size, and where
distributed. The recall part should be done immediately and can be separate from the
inspection.”’

Based on a review of the documents, however, it does not appear as though a recall ever
happened. According to a memorandum dated February 17, 2009, a conference call was held .
with CDER and NWE-DO staff. This memorandum indicates that NECC had yet to be informed
about the results of the phosphatidylcholine sample.”® Apparently, FDA had decided to wait and
inform NECC of the test results during an inspection, which was scheduled to take place “around
March 23, 2009.” % On March 18, however, Ms. Nasr once again informed the District
comphance officer to “hold off [on] the inspection.” '% Ms. Nasr explained that she had spoken
with OCC and that “she is working on an inspection assignment to cover 503A and [the] CPG so
[we] don’t have to do 2 inspections.” ' According to the District compliance officer, Ms. Nasr

% E-mail from Mutahar Shamsi to Michael Kravchuk, et al. (Nov. 4, 2008, 4:30 PM).

% TJan 30, 2009, memo from Dunn to Nasr.

*7 E-mail from Compliance Officer, New England Dist. Off., FDA, to Mutahar Shamsi, et al. (Feb. 11, 2009, 7:39
AM).

%% See DRAFT Memo of Conference Call, Compliance Officer, New England Dist. Off., FDA, New England
Compounding Center Inspection (Feb. 17, 2009).

*Id at 1.

1% E-mail from Compliance Officer, New England Dist. Off., FDA, to Investigator, New England Dist. Off.,, FDA
(March 18, 2009, 11:28 AM).

19 B_mail from Compliance Officer, New England Dist. Off., FDA, to Invest1gator New England Dist. Off,, FDA,
et al. March 19, 2009, 9:25 AM). .
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“said she is afraid if [the] inspection [is] outside [the] 5™ District [the] firm will file [a] petition
against [the] FDA.”'? It is apparent from this email and additional documents produced to the
Committee that in anticipation of having to defend an enforcement action—such as a seizure of
products or injunction against the firm—in court, FDA wanted to ensure that observations during
an inspection not only addressed the factors listed in the CPG but clearly established that NECC
fell outside the safe harbor provided to traditional compounding pharmacies under section 503A.

FDA has confirmed to the Committee that no further inspection of NECC occurred until
after the meningitis outbreak had commenced. Towards the end of 2009, FDA received
complaints about NECC’s solicitation and distribution of erythromycin without patient-specific
prescrlptlons 3 and NECC’s sale of sodium tetradecyl sulfate to a physician in North Carolina
for use in treating varicose vems when there was only one commercially available product
indicated for such treatment.'® According to this last complamt report, CDER was aware of
“NECC compounding sodium tetradecyl sulfate and will be issuing an assignment for NECC in
the future.”'% One year later, in September 2010, Ms. Nasr was informed by an individual with
CDER’s Drug Shortage Program about NECC soliciting a certain antibiotic during a shortage,
along with a number of other products. This individual stated, “[D]on’t know if there is anything
that carllolge done but thought I would forward it on.” Ms. Nasr replied, “Yes, NECC is under our
radar.”

Based on a review of the documents produced to the Committee, the next complaint
associated with NECC was one discussed at some length during the November 2012 hearing
with Commissioner Hamburg. On May 10, 2011, FDA’s Denver District Office informed the
NWE-DO about a Cease and Desist Order the Colorado Board of Pharmacy issued to NECC

regardlng their illegal distribution of compounded drugs to hospitals in the Denver metropolitan
area.”'” When Ms. Nasr was made aware of this information on May 11, she forwarded it to
others in CDER stating, “Good news.”!%

The same day FDA’s Denver District Office informed the New England office of the
Cease and Desist Order, the New England District compliance officer responsible for NECC
spoke to an optometrist with the U.S. Department of Veterans Affairs who was inquiring about
whether they could use NECC to repackage Avastin for them into single dose units. This
communication is significant, because it once again confirms that FDA understood that NECC
was acting more like a manufacturer than a traditional compounding pharmacy. He forwarded a
summary of his conversation to Ms. Nasr, copying several of his colleagues, one of whom
responded, “I didn’t think they could use firms if profiles were unacceptable? NECC
Framingham is profiled as a manufacturer (because we determined they are a manufacturer not a

102 Id

19 See E-mail from Redaction to Samia Nasr (Sept. 14, 2009, 3:26 PM). See also E-mail from Samia Nasr to
Anderson, et al. (Sept. 14, 2009, 3:34 PM).

104 See E-mail from Compliance Officer, New England Dist. Off., FDA, to Samia Nasr, et al. (Sept. 29, 2009, 6:27

105 FDA CONSUMER COMPLAINT/INJURY REPORT, at 3 (Sept. 17, 2009).

1% B-mail from Samia Nasr to Associate Dir., CDER Drug Shortage Program (Sept. 14 2010, 2:44 PM).

197 E-mail from Senior Case Review Expert, Denver Dist. Off., FDA, to Supervising Consumer Safety Officer, New
England Dist. Off., FDA, et al. (May 10, 2011, 4:19 PM). ‘
1% E_mail from Samia Nasr to Kathleen Anderson, et al. (May 11, 2009, 6:17 AM).
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compounding pharmacy)[.]”'% The compliance officer replied, “You are right. I didn’t think of
profiles. And you are right about the repacking, manufacturing, registering, listing and GMPs. I
just spoke to Samia Nasr and she said the same thing about repacking that you did that it[’]s
manufacturing and not compounding.”' '

The understanding FDA had reached with the Massachusetts Board in February 2003 that
the State would take the lead in making sure that NECC improved its practices was based on
their determination that NECC was operating as a compounding pharmacy. By 2011, FDA was
well aware of the fact that this was no longer the case. Though it should have been occurring all
along, it was during this time period that communication with the State would have been
particularly valuable, as FDA had compiled a list of specific issues and complaints associated
with NECC’s practices and products that needed to be addressed. In her written testimony for
the November 2012 hearing, Commissioner Hamburg pointed to the fact that “[t]he
Massachusetts Board of Pharmacy reinspected NECC in 2011 in response to a letter from the
firm indicating that NECC was ‘updating its facility and moving into adjacent space’”; that the
“inspection included a tour of the facility, security review, licensing review, and inspection of
NECC’s sterile and non-sterile processing areas™; and that the MBP “found the facility to be

‘Satisfactory’.”!1!

Commissioner Hamburg neglected to mention that by 2011, FDA knew that NECC was
operating like a manufacturer and the agency had failed to pass along any information to the
Massachusetts Board that would have allowed it to conduct a more informed inspection. The
MDPH has asserted to Committee staff that all communications with FDA pertaining to NECC
and/or Ameridose have been produced. There is no evidence from any documents produced to
the Committee that FDA even knew the State inspection was taking place. Further, in the same
section of inspection notes from which Commissioner Hamburg quoted, the Massachusetts
Board inspector stated that he left a voicemail for Mr. Cadden on April 22, 2011, prior to the
inspection taking place; that Mr. Cadden called him back on April 28 “pushing off” the
inspection by two weeks; and that it was ultimately conducted on May 24, 2011—giving NECC
more than a month to prepare.!'? Given that NECC employees were allegedly instructed to drop
everything and clean after the firm’s management became aware that FDA would be inspecting
the facility in connection with the meningitis outbreak, Mr. Cadden’s actions are concerning.'

On July 16, 2012, FDA’s Denver District Office again reached out to the NWE-DO, this
time informing them that NECC had violated the Colorado Board of Pharmacy’s Cease and
Desist Order. The same compliance officer told his colleague that he would “forward this to
CDER to see if they want us to do anything.”!* He continued: “OCC at the moment is not

199 B_mail from Compliance Officer, New England Dist. Off., FDA, to Compliance Officer, New England Dist. Off,,
FDA, etal. (May 11, 2011, 11:02 AM).

11 E-mail from Compliance Officer, New England Dist. Off.,, FDA, to Compliance Officer, New England Dist. Off,,
FDA, etal. (May 11, 2011, 11:13 AM).

"' Hamburg Statement, supra note 3.

"2 MASS. DEP’T OF PUB. HEALTH, INSPECTION REPORT, at 9 (May 24, 2011).

113 See 60 Minutes. Lethal Medicine. (CBS television broadcast Mar. 10, 2013) (transcript available at
http://www.cbsnews.com/8301-18560_162-57573470/lethal-medicine-linked-to-meningitis-outbreak/?pageNum=4.
11 E-mail from Compliance Officer, New England Dist. Off., FDA, to Compliance Officer, New England Dist. Off,,
FDA (July 17,2012, 8:19 AM).
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doing anything with compounding pharmacies because of the recent losses in the southwest. . . .
CDER said last year we may do something at the end of this year with compounding pharmacies.
I recently had a meeting with OCI [FDA’s Office of Criminal Investigations] based on a
complaint they received and they may be doing something with Ameridose. I invited CDER to
the meeting and they were on the speakerphone. They did not want us going to the firm.”!!

Three things are apparent from this email: 1) FDA continued to grapple with the
implications of the Circuit Court split several years after the Fifth Circuit decision in Medical
Center Pharmacy, and until agency officials agreed on a path forward, oversight would be
minimal; 2) the relationship between NECC and Ameridose was well understood by FDA staff;
and 3) the complaints about NECC’s sister company, Ameridose, were serious in nature and
magnified those already made about NECC. Part IV of this memorandum addresses these points.

PART IV: OVERSIGHT OF NECC’S SISTER COMPANY, AMERIDOSE: 2006 — 2012

Like NECC, its sister company, Ameridose, had a significant history with FDA. FDA
was well aware of the firms’ shared ownership and management. On several occasions, this
factored into FDA’s decision-making about whether and when to take certain actions related to
one of the companies. As FDA’s actions pursuant to the meningitis outbreak indicate, a recent
inspection of one firm may very well have triggered an inspection of the other.

As Part IV will detail, from an enforcement perspective, FDA’s inaction with respect to
Ameridose may be even more egregious than in the case of NECC. Ameridose was different
from NECC in one, fundamental way: it had registered with FDA as a manufacturer and
repackager of drug products. Ameridose’s website states that the company is “[a]n FDA
registered manufacturer” that meets both U.S. Pharmacopeia (USP) compounding standards and
current good manufacturing practice (¢cGMP) requirements.’'® In addition to being registered
with FDA, the firm was also registered in Massachusetts as a retail pharmacy and had Drug
Enforcement Administration licenses as a manufacturer and retail pharmacy for controlled
subste}rllges.m According to FDA, Ameridose first registered with the agency in September
2006.

A. After Two Inspections Reveal Problems at Ameridose, FDA’s Plan to Issue a
Warning Letter to the Company is Ultimately Rejected.

Within a year of the company having registered with FDA, the agency “received a report
through its MedWatch system alleging Ameridose is engaged in the manufacture of unapproved

115 I d

116 hitp://www.ameridose.com/about-ameridose/.

" EDA, ESTABLISHMENT INSPECTION REPORT, at 1 (Jan. 22, 2008) [hereinafter, “Jan. 22, 2008, ESTABLISHMENT
INSPECTION REPORT”].

"% See Memorandum from FDA to Committee staff, Timeline of FDA Interactions with NECC and Ameridose, at 2
(produced to Committee staff on Feb. 1, 2013, per request of Oct. 12, 2012) [hereinafter, “FDA Timeline].
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intravenous solutions that are not dispensed pursuant to a prescription.”’'® The complainant who
filed the MedWatch report asked FDA to investigate and “determine whether this company is
making these products on a sound basis, or whether, as I strongly suspect, they are ignoring
c¢GMPs when preparing these intravenous products. I fear a large-scale epidemic of serious
infections may occur caused by these products.”!?°

_ At the same time FDA was examining an NECC complaint forwarded by an anonymous
sender, on May 22, 2007, CDER issued an inspection request to the New England District Office
for Ameridose. Since FDA’s reply to NECC’s response to the December 2006 Warning Letter
was still pending, NWE-DO staff asked whether this would be an impediment to the Ameridose
inspection. Samia Nasr, then-Team Leader of CDER’s Compounding Team, informed the
primary compliance officer in the District that CDER was “aware of the relationship between
NECC and Ameridose” and that they still wanted to proceed with the inspection.'* According
to the draft inspection request for Ameridose, the goal of the assignment was “to obtain current
information about the firm’s compounding practices, especially as they relate to the
compounding of injectable medications.”'**

Despite having drafted an inspection request in May, by September 2007, the FDA
inspection of Ameridose had yet to occur. Steven Silverman, then-Assistant Director of CDER’s
Office of Compliance, emailed Michael Rogers, then-Director of the Division of Field
Investigations in FDA’s Office of Regulatory Affairs, and Michael Chappell, then-Acting
Associate Commissioner for Regulatory Affairs, a list of the “inspections that are the most
critical.”'®* Mr. Silverman suggested that these inspections had been stalled and noted the
impact that failing to inspect could have on the public health. He requested “[a]ny help that you
or others can provide in breaking these assignments loose” and stated that “[t]hese are all matters
for which we’re prepared to take enforcement action and moving them forward will directly
benefit public health.”'** Mr. Silverman listed six “compounding inspection assignments”—
Ameridose was second on the list.'>®

The Ameridose inspection finally took place in December 2007, though not before
additional concerns about the firm’s practices were reported to FDA. On November 21, 2007, a
representative from the Ohio Board of Pharmacy forwarded CDER a solicitation that Ameridose
had sent to hospitals in his State. The Ohio Board representative noted the link between
Ameridose and NECC stating, “T have a company named Ameridose (which appears to be a
subsidiary or an associate of New England Compounding Center — same or similar corporate
officers) who is offering to sell pre-filled syringes to hospitals . . . who have purchased . . .

119 Inspection Request from Staff Fellow, Compounding Team, DNDLC, Off. of Compliance, CDER, FDA, to
Michael Kravchuk, Dir., Investigations Branch, New England Dist. Off., FDA, at 1 (May 21, 2007) [hereinafter,
“May 21, 2007, Inspection Request™].

'20FDA, MEDWATCH REPORT, at 2 (May 2, 2007).

121 E-mail from Compliance Officer, New England Dist. Off., FDA, to Drug Pre-approval Manager, New England
Dist. Off. (June 7, 2007, 11:49 AM). ‘
122 May 21, 2007, Inspection Request, supra note 119.

123 E-mail from Steven Silverman to Michael Rogers, Dir., Div. of Field Investigations, Off. of Reg. Affairs, FDA,
et al. (Sept. 5, 2007, 4:52 PM).

124 Id

125 Id
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infusions pumps.”126 He concluded, “[T]his appears to be just another episode of drug
manufacturing being self-classified as compounding in order to make everything appear to be
legitimate.”'?’ After several exchanges with an individual in CDER’s Division of Drug
Information, the representative from the Ohio Board informed the CDER employee, “I had a
conversation with a Greg Conigliaro from Ameridose on Wednesday after I sent you the
message. I think he said he was the President of Ameridose. . .. He said that Ameridose, of
course, thinks that their preparation of syringes for use in these pumps is perfectly legal. Itold
him I didn’t think so unless he did it on a patient specific basis by prescription. That did not
make him happy[.]”'*® These exchanges were forwarded to Ms. Nasr and others in CDER.

Several days before the Ameridose inspection began on December 7, 2007, CDER raised
the company’s connection with NECC and asked the inspector in the NWE-DO to obtain
information during the inspection to “elaborate on their business relationship/model and
leadership structure and anything else that may potentially cause some inspectional hurdles.
The inspection report that was ultimately filed, however, did not address the question of the
companies’ relationship in any depth, other than to list Ameridose’s management structure.
The inspection report revealed that Ameridose was engaged in manufacturing activities in that
the firm had “made over 610 Lots of products and 38 batches of products of Admixtures for
hospitals and packaged them into IV bags, syringes, and vials since they opened in 2006.”'*
This finding prompted an employee on the Compounding Team in CDER to email the Director
of the NWE-DO Investigations Branch on March 3, 2008, and request an inspection, stating that
“the scope and nature of Ameridose’s activities are outside the bounds of traditional pharmacy
practice and more consistent with that of a drug manufacturer. Therefore, as per our
conversation today we would like The District to do a full GMP inspection of Ameridose LLC as
soon as possible.”*!

2129

This second inspection of Ameridose did not begin until four months later, in July 2008.
In the meantime, the Ohio Board of Pharmacy again reached out to CDER about Ameridose on
May 12, this time regarding other sterile injectable products. The Executive Director of the
Board stated, “Before the Board issues a Cease & Desist letter to [Ameridose], telling them to
stop shipping manufactured products into Ohio under the guise of compounding, I wonder if you
could verify for me whether or not this is a legitimately manufactured product that is made by an
FDA approved manufacturer?”**> No substantive reply to this email was produced to the
Committee, though the email was forwarded to Ms. Nasr, at which point she notified several of
her colleagues that “Ameridose is a pharmacy that we inspected recently and we are waiting for
the District to go back for GMP re-inspection.”'*?

z: E-mail from Redaction to CDER DRUG INFO (Nov. 21, 2007, 2:02 PM).
Id .
128 E_mail from Redaction to CDER DRUG INFO (Nov. 23, 2007, 12:55 PM).
12 E-mail from Reg. Operations Officer, Compounding Team, DNDLC, Off. of Compliance, CDER, FDA, to Drug
Pre-Approval Manager, New England Dist. Off., FDA (Dec. 4, 2007, 10:55 AM).
139 Jan. 22, 2008, ESTABLISHMENT INSPECTION REPORT, supra note 117. _
B! E-mail from Consumer Safety Officer, Compounding Team, DNDLC, Off. of Compliance, CDER, FDA, to
Michael Kravchuk (Mar. 3, 2008, 3:27 PM).
132 B_mail from Exec. Dir., Ohio St. Bd. of Pharmacy, to CDER DRUG INFO (May 12, 2008, 1:49 PM).
'3 E-mail from Samia Nasr to Kathleen Anderson, et al. (July 16, 2008, 9:15 AM).
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FDA began its second inspection of Ameridose on July 21, 2008. According to the
inspection report, Ameridose had been labeled a “High Risk facility” in advance. Since the
previous inspection only seven months before, Ameridose’s operations had considerably
expanded. The report stated, “The firm currently markets over 600 products including 7
Antibiotic class, 15 Class II, 1 Class III, 2 Class IV and many Class VI products”134 and that
their customers include “approximately 500 Hospital Pharmacies located in 49 of the 50
states.”'®> Summarizing the firm’s operations, the FDA inspector stated, “The firm ships 75% of
their product outside of Massachusetts. [Ameridose] stated that all their customers that order the
products are affiliated with hospitals. The firm manufactures small orders in Lot sized batches
and combines multiple orders of one specific product into Batches of finished product. None of
their manufactured or repackaged products are linked to a specific patient prescription.”!*

In addition to concerns about the nature of the company’s operations, the FDA inspector
also observed several objectionable practices in Ameridose’s facility that were then documented
in a Form 483 that FDA issued to the company on August 6, 2008. While all were troubling, the
first observation was particularly egregious. According to the Form 483, Ameridose was not
waiting to receive test results confirming the strength or sterility of their products before
shipping them to customers. Specifically, the Form 483 stated, “Testing and release of drug
product for distribution [does] not include appropriate laboratory determination of satisfactory
conformance to the identity and strength of each active ingredient prior to release.”'>” Further,
FDA found that there was “no potency or identity test done on the finished drug product, and the
product is shipped immediately and prior to the 14 day sterility test results are received by the
firm.”'*® One example provided by the inspector was fentanyl, a narcotic injectable many times
more potent than morphine. The inspector retained samples of this product for testing.'

Several individuals in the NWE-DO were alarmed by the Ameridose inspection findings.
After reviewing the report, one compliance officer emailed her colleague in the District: “This

ccase bothers me the more I think of it. . .. [T]he firm doesn’t conduct potency testing on ANY

finished product (only the stock solution, which they subsequently dilute) so I have serious
concerns with the potency [of] all their products. Perhaps we should be thinking of getting a
health hazard evaluation and getting the firm to recall as many of their products as we can or
going out to get more finished product samples. A vast majority of their products are sterile
injectable opioids, super potency is a serious concern.”*

By September 10, 2008, the results from the fentanyl samples showed that the product
was, in fact, superpotent.'*' The following day, a compliance officer in the NWE-DO informed

13* FDA, ESTABLISHMENT INSPECTION REPORT, at 4 (Aug. 22, 2008) (page numbers correspond with narrative report
attachment).
35 1d at 5.
B 1d at 3.
12: FDA, AMERIDOSE LLC FORM FDA 483, at 1 (Aug. 6, 2008).
Id
139 See FDA Timeline, supra note 118.
1 E-mail from Compliance Officer, New England Dist. Off., FDA, to Compliance Officer, New England Dist. Off,,
FDA (Sept. 9, 2008, 7:23 PM).
14 See E-mail from Compliance Officer, New England Dist. Off., FDA, to Supervisory Consumer Safety Officer,
New England Dist. Off., FDA (Sept. 10, 2008, 9:31 AM).
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Sophia Pasedis, the Vice President of Regulatory Affairs at Ameridose, about the results.
According to a memorandum of the telephone call, the compliance officer told Ms. Pasedis that
“FDA is very concerned” and asked what Ameridose was “going to do with the product in the
market.”'*? According to a memorandum of the conversation, “She said she was going to call
her accounts to see if there were any reactions and if there was any product out there. I told her
if she was going to [do a] voluntary recall she could call our recall coordinator. She said she
would like to first make some calls and then she would call me back.”'** Ms. Pasedis did call
him back and, according to the compliance officer, “[She] said 155 bags were made and sent to 5
different facilities. She said all the facilities have ordered the product multiple times. She said
one firm ordered 100 bags. She did not think she had to do anything further.”'** When he
informed her that Ameridose should consider issuing a recall notice, “She said she could not
make a decision until she speaks with one of her bosses and none are answering their cell
phones » 145 After stating that he informed Ms. Pasedis they needed to speak first thing in the
morning, the compliance officer concluded his memorandum: “The person][ ] did not appear to
know what a recall is and we may have problems tomorrow. . . .”!4®

On September 12, FDA spoke with Gregory Conigliaro, co-owner of Ameridose.
According to the FDA memorandum summarizing this telephone call, the compliance officer
“told Mr. Conigliaro that it was his responsibility as a manufacturer to manufacture a safe and
effective product. [He] told Mr. Conigliaro the product fails potency and his product is now
adulterated. . . . Mr. Conigliaro said he would do the right thing and send the recall notification
to the 5 accounts »147 The recall was conducted that day.*® On September 15, 2008, the recall
notice was sent to Michael Levy, who succeeded Steven Silverman as the Director of the
DNDLC in CDER’s Office of Compliance. He stated in response, copying Samia Nasr and
Kathleen Anderson, “Thanks. We have a history with this firm. . . . Maybe it’s time for
reinspection and possible follow up enforcement action?”'¥’ Durlng this time period, Mr. Levy
was also engaged in discussions about the NECC inspection being considered. On September
19, Samia Nasr emailed him and noted the firms’ relationship, stating, “Please remember that
[A]meridose and NECC are owned by two brothers.”'>

Even prior to the fentanyl recall, based on observations included in the August 2008
inspection report and corresponding Form 483, CDER had already made the determination that a
Warning Letter should be sent to Ameridose and that it “should include both new drug cha[r]ges

12 Memo of Telephone Conversation between Compliance Officer, New England Dist. Off., FDA, and Sophia
Egsedls Vice President of Reg. Affairs, Ameridose LLC (Sept. 11, 2008).

Id
14+ E-mail from Compliance Officer, New England Dist. Off., FDA, to Recall Coordinator, New England Dist. Off.,
FDA (Sept. 11, 2008, 5:12 PM).
145

Id
146 Id
147 Draft Memo of Telephone Call between Compliance Officer, New England Dist. Off., FDA, and Gregory
Conigliaro, Co-owner, Ameridose (Sept. 12, 2008).
1% See E-mail from Compliance Officer, New England Dist. Off,, FDA, to Mutahar Shamsi, et al. (Sept. 12, 2008,
10:34 AM).
149 E_mail from Michael Levy, Dir., DNDLC, Off. of Compliance, CDER, FDA, to Rick Friedman, Dir., Div. of
Manufacturing & Product Quality, Off of Compliance, CDER, FDA (Sept. 15, 2008, 8:40 PM)
1% E-mail from Samia Nasr to Michael Levy (Sept. 19, 2008, 7:28 AM).
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and GMP charges.”’®! According to the documents, CDER reviewed the NWE-DO’s draft
Warning Letter for several months and ultimately cleared it for Chief Counsel’s Office review in
February 2009. Before it was cleared, there were a number of discussions among CDER
officials about the nature of Ameridose’s operations and how they would impact potential
enforcement actions. For example, after reviewing the latest draft of the Warning Letter on
January 23, 2009, Michael Levy asked his Deputy, Kathleen Anderson, whether Ameridose was
“a hospital outsourcer like CAPS [Central Admixture Pharmacy Services]? If so, haven’t we
avoided bringing new drug charges against these firms?”'>> Ms. Anderson replied, “Yes, it
appears to be a type of outsourcer, but Ameridose has several important differences. We haven’t
brought new drug charges against outsourcers that are manipulating/reconstituting FDA
approved drugs as a hospital pharmacy typically does and that are not making copies of FDA
approved drugs Ameridose on the otherhand [sic] is using bulk APIs to make stock solutions of
their own versions of drugs, including many that are copies of approved drugs.”'>* Levy
responded, “OK, got it. Thanks.”'>*

On March 4, 2009, one of the lawyers in the Chief Counsel’s Office informed CDER and
the NWE-DO that they would approve the Warning Letter to Ameridose, but that “OCC’s
clearance is on hold pending ... a final determination as to whether clarifications are needed”
to a paragraph discussing FDA’s enforcement pollcy with respect to entities located outside the
Fifth Circuit.">> This issue had yet to be resolved six months later, at which point CDER made
the decision to disapprove the Warning Letter on September 1, 2009.'* When the NWE-DO
compliance officer responsible for Ameridose informed Mutahar Shamsi, then-Director of
Compliance in the NWE-DO, of the decision, he noted the impact that the Circuit Court split and
the resulting delay had on FDA’s willingness to issue a Warning Letter to Ameridose, stating,
“The activity notes say the [Warning Letter] case was put on hold due to conflicting court rulings
related to Pharmacy Compounding and CDER is not proceeding with issuance of thls [Warmng

~ Letter] because it has now been 1 year since the district[’]s inspection of the firm.”

Angered by the news that the Warning Letter would not be issued because CDER and
OCC could not agree on a path forward, Mr. Shamsi emailed Alyson Saben, FDA’s Deputy
Director of Enforcement, and other officials in the agency, asking whether they could discuss the
decision and stating, “NWE-DO spent a lot of time developing this case last year and having it
‘closed’ for nebulous reasons is troubling. . . . This is quite frustrating since I thought we had a
good [Warning Letter]. I’ve told our [Investlgatxons Branch] to not bother inspecting
compounding pharmacies if we aren’t going to act on the violations.”">® Ms. Saben forwarded

! E-mail from Consumer Safety Officer, Compounding Team, DNDLC, Off. of Compliance, CDER, FDA, to
Compliance Officer, New England Dist. Off., FDA (Sept. 9, 2008, 11:00 AM).

12 E-mail from Michael Levy to Kathleen Anderson, Dep. Dir., DNDLC, Off. of Compliance, CDER, FDA (Jan.
23, 2009, 10:21 PM).

13 E-mail from Kathleen Anderson to Michael Levy (Jan. 24, 2009, 7:53 AM).

'3 E-mail from Michael Levy to Kathleen Anderson (Jan. 24. 2009, 9:55 AM).

155 E-mail from General Attorney, Office of the Chief Counsel (OCC), FDA, to Michal Levy, et al. (Mar. 4, 2009,
5:49 PM).

1%¢ See E-mail from Div. of Info. Resources Mgmt. to Compliance Officer, New England Dist. Off.,, FDA, et al.
(Sept. 1, 2009, 11:13 AM).

" E-mail from Compliance Officer, New England Dist. Off., FDA, to Mutahar Shamsi (Sept. 1, 2009, 11:27 AM).
1% B-mail from Mutahar Shamsi to ORA DCB Advisory Comm. (Sept. 1, 2009, 11:52 AM) (emphasis added).
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Mr. Shamsi’s email to Michael Levy, copying Deborah Autor and others in CDER. She stated,
“AsIrecall ... CDER was moving forward with developing a prioritized list of ongoing/open
pharmacy compounding cases for which we are prepared to move forward/refresh the evidence
in light of [then-Acting Commissioner of FDA] Dr. Sharfstein’s decision to proceed with 503A.
At that time, we discussed that CAPS [Central Admixture Pharmacy Services], Phar[MED]ium
and Ap[o]the[CJure were on the short list. Could you provide us with a status check on your
current thinking and what this means for other cases such as Ameridose?”'>

After hearing about the decision on Ameridose, Douglas Stearn, then-Director of the
Division of Compliance Policy in FDA’s Office of Enforcement, reached out to Mr. Shamsi on
September 2, and indicated that FDA might be prepared to initiate enforcement actions against
compounding oggerations. Mr. Stearn stated, “CDER is changing on this issue. Now is an ideal
time to push.”'® The next day, Mr. Stearn emailed Michael Levy and Kathleen Anderson and
noted, “There are a number of districts that have voiced concerns about some compounders that
had previous OAI [Official Action Indicated] inspections. One thing that I have heard is that

- some of these compounders have serious sterility issues, which I understand . . . CDER sees as a

central public health issue. Tt seems to me these districts would welcome the opportunity to
work with CDER on choosing and focusing on compounding firms that have the issues CDER
has identified.”'®’

FDA’s indecision about how to address compounding operations in light of the Fifth
Circuit’s decision in Medical Center Pharmacy significantly deterred enforcement actions
against companies, including Ameridose, even when the agency knew they were engaged in
manufacturing and jeopardizing public health in the process.

- B. From 2009-2012, FDA Fails to Take Action While Complaints about Ameridose’s
Products and Practices Continue to Mount

It is apparent from documents produced to the Committee that senior officials at FDA
were discussing how to address growing concerns about Ameridose and similar companies while
also grappling with what the Fifth Circuit’s decision to uphold the non-speech related provisions
of section 503A meant for the agency. FDA considered at length whether the agency should
apply section 503A only in the Fifth Circuit and continue to exercise enforcement discretion
elsewhere, or whether it should uniformly apply section 503 A nationwide, except in the Ninth
Circuit, where the agency would exercise enforcement discretion regarding compounding that
satisfies the criteria in section 503A. While the agency has since asserted that the former course

139 E-mail from Alyson Saben, Dep. Dir., Off. of Enforcement, Off. of Reg. Affairs, FDA, to Deborah Autor, et al.
(Sept. 2,2009, 12:11 PM). On February 10, 2012, the Department of Justice, at the request of FDA-OCI, charged
AphotheCure Inc., a company located in Dallas, TX, with two misdemeanor criminal violations of the FDCA in
connection with their interstate shipment of two lots of misbranded injectable products that led to the deaths of three
people in 2007. After the meningitis outbreak, in February and March 2013, FDA. inspected four PharMEDium
Services, LLC facilities, and four CAPS facilities, issuing Form 483s in each instance. See
http://www.fda.gov/AboutFDA/CentersOffices/OfficeofGlobalR egulatoryOperationsandPolicy/ORA/OR AElectroni
cReadingRoom/ucm340853.htm.

10 E_mail from Douglas Stearn, Dir., Div. of Compliance Policy, Off. of Enforcement, Off. of Reg. Affairs, FDA, to
Mutahar Shamsi, et al. (Sept. 2, 2009, 4:17 PM).

1! E-mail from Douglas Stearn to Kathleen Anderson, et al. (Sept. 3, 2009, 8:54 AM) (emphasis added).
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of action would be followed, based on a review of the documents, it is apparent that FDA
ultimately made the decision to pursue the latter. Prior to formally announcing this new agency
position, however, FDA determined that new guidance and regulations needed to be drafted to
provide a clear framework that FDA would use to differentiate between pharmacy compounding
and drug manufacturing—a process that was still ongoing several years later and which was
almost completed at the time of the fungal meningitis outbreak in September 2012.
Unfortunately, enforcement actions stalled while the agency debated whether and how to
conduct inspections or bring actions against compounding operations in the interim.

Meanwhile, CDER and NWE-DO staff was becoming increasingly concerned about
Ameridose. On October 27, 2009, CDER received an anonymous email from an informant
within the company: “July/August 2008 the FDA came to Ameridose LLC in [F]ramingham,
[MA] for an inspection. The company performed illegal and unethical actions. They directed
the testing facilities they use to change reports, based on the drug| ] results. They forged
documents, forced employees to direct others to do so. . .. [Gregory Conigliaro] silently directs
people to change results, doctor the findings but hides in his office. . . . VP is Sophia Pasedis,
Pharm D all licenses are in her name, she too is frauduelent [sic].”'®> FDA’s Office of Criminal
Investigations (OCI) ultimately forwarded the email to Mutahar Shamsi on December 7, who
replied, copying Samia Nasr, “Thanks for the info. We are waiting for an assignment from
CDER1 g) go out and will follow up on this. Ameridose has been on our radar for quite some
time.”

Based in part on this complaint, FDA documents demonstrate that the agency was
preparing to inspect Ameridose, though the inspection would again be delayed. After further
discussing the informant’s claims with Ms. Nasr over the telephone, Mr. Shamsi emailed several
individuals in the NWE-DO and OCI, stating that “CDER will be issuing an assignment for
Ameridose after an outsourcing guidance document has been cleared through CDER.”'** He
then decided, “Let’s wait until we get an assignment from CDER before we proceed on our side
because if we forward anything down to OCC it will not proceed quickly. Obviously if we get -
information of an imminent health hazard we’ll have to go out. I don’t see that here yet.”'®

The documents indicate that CDER did not begin drafting the inspection request until
April 2010 and that it was primarily to follow up on the issues raised in the Form 483 and the
draft Warning Letter, both of which were based on the previous GMP inspection in 2008.'%® The
assignment was received by the NWE-DO on April 28, 2010, though it was not scheduled to take
place until July."®’” In the interim, CDER received another new complaint about Ameridose in

1% E-mail from druginfo@fda.hhs.gov to CDER DRUG INFO (Oct. 27, 2009, 6:47 PM).

1® E-mail from Mutahar Shamsi to Resident Agent in Charge, Off. of Crim. Investigations (OCI), FDA, et al. (Dec.
7, 2009, 4:54 PM).

164 B-mail from Mutahar Shamsi to Compliance Officer, New England Dist. Off., FDA, et al. (Dec. 8, 2009, 11:54

1% See E-mail from Consumer Safety Officer, Compounding Team, DNDLC, Off. of Compliance, CDER, FDA to
Samia Nasr (Apr. 15, 2010, 2:44 PM).

167 See E-mail from Investigator, New England Dist. Off., FDA, to Supervisory Consumer Safety Officer, New
England Dist. Off., FDA (Apr. 29, 2010, 10:36 AM).
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early June that altered the focus of the discussions. This complaint was made by a manufacturer
and related to “Ameridose’s pre-mixed nicardipine injection products.”*¢®

The new complaint complicated FDA’s previously planned inspection of Ameridose. On
July 6, 2010, a member of CDER’s Compounding Team reached out to the primary compliance
officer in the District Office informing him that CDER was “still trying to discuss with [the
Office of the Chief Counsel] on how to approach the firm” and asking that he keep CDER up to
date on whether the state independently “decide[s] to inspect [the] site in regards to the
nicardipine.”’® 1t is clear from the documents that a decision was made to accompany the State
to Ameridose on July 8, but the FDA inspector was told to focus exclusively on the commercial
complaint related to the nicardipine injections. According to the FDA inspector’s report, “This
inspection did not include review of corrective actions to the previous FDA 483. This was a
directed inspection specifically to cover the admixing and distribution of Nicardipine IV.”!"°
The inspector’s report and her related comments indicate that she questioned whether Ameridose
was in fact a compounding pharmacy, as the assignment referenced. Throughout the report, the
inspector used the terms “manufactures” and “manufacturing” and her statement of jurisdiction
held that the “firm currently repacks and manufactures prescription drug products which are
FDA regulated drug products.”'”" While forwarding her colleague notes from the inspection, the
inspector stated, “I was looking on their website to see if they identify themselves as a
compounding pharmacy — they don’t. It states in multiple places that they are an FDA registered
manufacturer. I didn’t see ‘compounding’ anywhere.”" >

Soon after the inspection, the NWE-DO received an anonymous complaint from a
“pharmacist in the manufacturing department” at Ameridose. The informant specifically raised
concerns about the safety of Ameridose products.'” This individual contacted the District Office
about his concerns on at least three separate occasions in July and August 2010. During this
initial call, “He explained that he recently became aware of some potential GMP issues and he
wanted to bring them to our attention.”'™ According to a memorandum of the call, the informant
raised concerns about contamination, stating that “[approximately] a week and a half ago, they
were making a batch of succinylcholine. . . . He stated that after a few lots, someone observed
particulates in the bag. He stated that they determined the particulates to be ‘angel hair’ and
pieces of the bag itself. He stated that he was not sure if the previous lots made from the same
batch were released.”'” According to the related complaint report, it was also the informant’s
“opinion that the quality assurance program [had] been downsized and deprioritized.”176
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After the inspection limited to the nicardipine complaint was completed, the District
compliance officer responsible for Ameridose asked CDER about the broader inspection
assignment that was issued in April and scheduled to begin on July 26, 2010. CDER’s response
was that it “should be put on hold for now” and that they “need[ed] to resolve the nicardipine
issue with the firm first before we do a full inspection.”'”’ ‘

On June 8, July 7, and at least one more time on July 22, 2010, an attorney for the
company who had filed the commercial complaint about Ameridose’s nicardipine distribution
reached out to Deborah Autor, then-Director of Compliance at CDER, asking why FDA had yet
to take any action against Ameridose.'”® On July 23, Ms. Autor forwarded the chain of emails to
Kathleen Anderson and Samia Nasr, copying other CDER officials, and asking, “What’s your
assessment of this situation?”'”” Ms. Anderson replied that the New England District Office had
just inspected Ameridose pursuant to the nicardipine complaint but acknowledged there were
other issues with the company that needed to be addressed, which would factor into the agency’s
course of action. She explained, “It is my understanding that Ameridose is a state licensed
pharmacy and it’s [sic] operation is similar to CAPS. We will determine next steps based on
what is found during the inspection, whether the firm is operating outside of 503A and the CPG,
what the state plans, and the status of the nicardipine issue, etc.”’*

While this debate ensued within the agency, FDA continued to receive complaints
associated with the safety of Ameridose products. On July 23, 2010—the same day of the
exchange between Ms. Anderson and Ms. Autor—FDA received a MedWatch report about a
nurse administering half of a syringe of dextrose 50% made by Ameridose to a patient before
noticing “a white precipitate below the rubber plunger” which “extended about % inch along the
plunger’s base.”'®! No additional details were provided and no related communications were
produced to the Committee regarding this complaint. Again, based on the documents produced
to the Committee, it appears as though the complaint essentially went unnoticed.

A few weeks later, on August 16, 2010, the Ameridose informant again contacted the
NWE-DO but this time raised new and more alarming concerns about Ameridose’s practices and
their potential impact on the safety of the company’s products. At least one of his claims,
documented in a District Office memorandum, was shockingly similar to the violations FDA
found when it inspected both NECC and Ameridose after the fungal meningitis outbreak began.
According to the memorandum, the informant alleged that not only was the Ameridose sales
team “assisting in labeling operations in a clean room” but that “one of the 3 clean rooms had a
positive result for mold growth.”"* The informant also alleged that Ameridose was tampering
with its sampling procedures, stating that the company would “clean the area first before taking

77 E-mail from Consumer Safety Officer, Compounding Team, DNDLC, Off. of Compliance, CDER, FDA, to
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the [environmental] sample[s].”'*> Although the informant admitted that he was not aware of
any illnesses or complaints resulting from these activities, he also stated that “he would not be in
a position to know this type of information” and some of the information he had provided FDA
was second or third hand.”'®" The compliance officer wrote, “I explained that FDA takes
complaints such as his very seriously and that we would need to evaluate the information he
provided. Iasked if he was aware of any other issues that would cause a public health safety
concern. He said no, but that he would contact us if he became aware of similar issues. I asked
if he contacted any other offices such as the State of MA or the Board of Pharmacy. He stated he
had not but would plan on doing so. We discussed that FDA is still seeking jurisdiction over
compounding pharmacies.”'%’

The compliance officer sent her memorandum to several of her District Office
colleagues, even though it was her understanding that “FDA may not be in a position to follow-
up at this time[.]”**¢ In an email, the compliance officer specifically asked if they should share
the information with the state.'®” This email, along with the memorandum, was forwarded to .
Samia Nasr in CDER. Ms. Nasr questioned the informant’s claims, stating that she was “not
sure about his complaint since he said that this information was second or third hand. What’s
this mean? [H]e heard it from someone else? [A]nd I am wondering when he says
manufacturing area, does he mean[s] no prescrip’cions?”188 The compliance officer responded,
“Yes, 2™ hand means he heard i[t] from someone else which is unreliable.”'®

Four days later, on August 20, 2010, the informant contacted the District Office again,
this time to provide “additional information regarding the mold finding at Ameridose on
8/5/10.71%° According to a memorandum of the call, the informant stated that the mold was found
in “the hood in which operations took place.”'®" Again, this information was forwarded to Samia
Nasr in CDER who, in response, asked the compliance officer, “Would it help if I set up a
meeting with OCC to discuss possibility of full inspection?”!** The compliance officer replied,
“I don’t think so because in his second call he stated he is not directly involved with these

findings and is obtaining his information from someone at the firm.”'*> Ms. Nasr simply stated,
“Ok, thanks.”'**

Based on documents produced to the Committee, it does not appear that FDA took any
steps to investigate or follow up on these claims, nor is there any evidence that FDA referred
them to the State. FDA was still determining, though, what it should do in response to the
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nicardipine situation. On October 15, 2010, the attorney who had previously reached out to
Deborah Autor on several occasions emailed her again and expressed his frustration with FDA’s
failure to take action against Ameridose in regard to the nicardipine complaint. The attorney
pointed out that “[i]t has now been more than four months since we called this serious situation
to your attention, yet to date we have seen no evidence that the agency has taken any
enforcement action to protect patients and preserve the integrity of FDA’s drug review and
approval system. In the meantime, Ameridose continues to expand its production and
distribution of its unapproved drug product, thus increasing the potential risks to patients.”'*>

Three days later, on October 18, 2010, Ms. Autor received an unrelated letter from an
attorney representing PharMEDium Services LLC, regarding Ameridose’s practices and
requesting that the agency “clarify its policies with respect to this category of compounding
pharmacies.”’*® PharMEDium’s letter makes plain that other companies with large-scale
compounding operations were well aware of Ameridose’s efforts to skirt regulation and were
trying to distance themselves from Ameridose’s practices, understanding the impact such
practices could have on patient safety. According to PharMEDium’s attorney, “A principal issue
is whether such compounders may utilize active pharmaceutical ingredients (API) (bulk
powders) in lieu of commercially available injectable drug products (sterile vials) from approved
new drug manufacturers or registered old drug manufacturers, as starting materials in this
process. If those providing compounding services are permitted to do this, it will drastically
change the way such preparations are compounded nationwide and put the manufacture of large
quantities of sterile drugs for use in compounding in the hands of those who are not approved or
‘regulated’ to perform that operation.””’ The letter went on to detail Ameridose’s
compounding practices and—in PharMEDium’s view—FDA’s inaction in response. It
concluded in part, “Ameridose and others starting with bulk API can no longer be considered
outsourcers when their compounding operations bear no resemblance to those of a hospital
pharmacy, and instead resemble drug manufacturing.”'*®

If there was ever any doubt, by the end of 2010, it should have been abundantly clear to
FDA that Ameridose was not operating as a traditional compounding pharmacy. Not only did
FDA understand the nature and scope of Ameridose’s practices, it was well aware of the dangers
they were posing. Based on the documents produced to the Committee, FDA officials reacted as
though Ameridose was a nuisance it could not figure out how to resolve, rather than a ticking
time bomb.

C. Despite an Increasing Number of Complaints, FDA Decides to Further Delay Action
against Ameridose until after New 5034 Guidance is Drafted

While FDA worked to resolve the issues raised by the nicardipine complaint, the agency
had effectively tabled conducting a broader inspection of Ameridose to follow up on the
concerning observations documented in the previous inspections and to investigate the issues
raised by the company informant, among the other complaints. Once FDA was informed on

1% E-mail from Counsel to PharMEDium Services LLC to Deborah Autor (Oct. 15, 2010, 4:37 PM).
196 Letter from Counsel to Deborah Autor, at 1 (Oct. 18, 2010).
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January 14, 2011, that a settlement had been reached between Ameridose and the commercial
complainant in the nicardipine matter, '* the agency turned its attention to the various other
complaints that it had received since the July 2008 inspection and failed to address. After
learning of the nicardipine settlement on January 20, Samia Nasr noted that CDER staff was
scheduled “to meet with OCC in two weeks to discuss full inspection of Ameridose since we
have several complaints regarding its practice.”200 This February 4, 2011, meeting between
representatives from CDER, OCC, and the NWE-DO was the first of several discussions to
address the “[c]lompilation of complaints towards Ameridose.”?®! Less than two weeks later,
they would have another complaint to add to the list.

A representative from the Institute of Safe Medication Practices (ISMP) informed FDA
on February 15, 2011, of an issue ISMP had been made aware of during an ongoing shortage of
23.4% sodium chloride, a common electrolyte replenisher.zo2 According to a medication error
report, which had been submitted to ISMP’s website with a photocopied Ameridose label, the
pharmacist complainant had “great concerns over the safety” of the sodium chloride product.®®
The complainant stated that the “drug is filled into an empty Hospira bag. This bag can be
directly attached to any IV line and infused undiluted into a patient. The warning says ‘May
need to dilute’. There is no circumstance where this product would not need to be diluted prior
to infusion. The commercial product is filled into vials and the cap reads ‘MUST BE
DILUTED’. It is not labeled as Sodium Chloride USP, nor does it say that it is sterile. As a
practicing pharmacist, I am shocked that such a product would be allowed to be distributed for
use in the United States.”®*

The patient safety implications of the latest Ameridose complaint were immediately clear
to Michael Levy, then-Director of the DNDLC in CDER’s Office of Compliance. Upon
receiving the complaint, he forwarded it Samia Nasr and asked her to have someone look into it,
stating that “it should be a priority.”**> Ms. Nasr responded to Mr. Levy, copying Kathleen
Anderson, and informed him that CDER was “trying to get OCC to let us go and inspect
Ameridose.”*% '

, A member of CDER’s Compounding Team echoed Mr. Levy’s concerns about patient
safety to Ms. Nasr. In an email dated February 16, 2011, the Compounding Team member
explained the nature of the risk posed, noting that “[t]he 100 ml bags of 23.4% NaCl that
Ameridose is compounding [are] extremely dangerous. . . . How is Ameridose even obtaining
these empty Hospira 100mg bags? The way that these bags appear and are labeled is very
misleading. To me it appears that these bags are made by Hospira. . . . And to say that ‘Caution
Concentration: may need dilute’ is an understatement. This must be diluted! And they should
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further warn that this bag should not be directly infused to the patlent This is unbelievable!
think this is a disaster waiting to haévpen 207 In a subsequent exchange, Ms. Nasr stated, “Let us
see if OCC agrees on inspecting.’

Before OCC could weigh in on the ISMP complaint, ISMP informed FDA later that day
that they had reached out to Ameridose and the company had agreed to revise the label.?%
According to the Compounding Team employee who was alarmed by what she had learned
earlier in the day, “The labeling looks much better.”?!® While she still had concerns “Igliven
Ameridose’s past history,” she felt as though they could be addressed “when we do a full
inspection of the firm in the future.”!! Whether such an inspection would ever occur, however,
was still an open question at the agency.

After a March 4, 2011, discussion about Ameridose between CDER, OCC, and the
NWE-DO, an employee on CDER’s Compounding Team sent an email to the group titled,
“Reasons to go inspect Ameridose,” which listed many of the concerns FDA had with the
company, including its labeling, 1ts lack of patient-specific prescriptions, and its practices as they
- relate to sterile injectable products.*’* Documents produced to the Committee show that lawyers
in the Chief Counsel’s Office were debating which concerns CDER had already detailed could
constitute actionable violations under the FDCA, in advance of the full inspection being
considered. The debate about whether FDA should even conduct such an inspection of
Ameridose, however, would continue throughout the summer of 2011. Finally, on September
15, 2011, a Compounding Team employee emailed others in CDER, noting that they had decided
to hold off on the Ameridose inspection. According to this email, FDA would not proceed with
an inspection “until we issue the 503A guidance. . . . Plan is to re-inspect Ameridose 6 months
after issuance of a 503A guidance.”*!* FDA’s decmon to assert its authority under section 503A
of the FDCA, except in the Ninth Circuit, was previously touched upon and will be subsequently
addressed in greater detail, particularly with respect to the impact it had on FDA’s oversight of
NECC and Ameridose.

While FDA turned its attention to working on the 503 A guidance, the complaints about
Ameridose continued. In fact, on August 9, 2011, a new series of anonymous phone calls from
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an Ameridose employee had begun. It is not clear whether this was the same informant who had
spoken with NWE-DO staff on several occasions a year earlier. According to the initial NWE-
DO report, the anonymous Ameridose employee stated that “when packages are dropped on the
floor employees are told to pick up and ship” and that “the bubble wrap is stored directly on the
floor and that this room is dirty and is never cleaned.”*"* The NWE-DO employee who received
the complaint labeled the firm in question “Manufacturer” and marked it “Surveillance
Information for Next [Establishment Inspection].”*'> This informant would continue to contact
FDA with new concerns through mid-November, though that informant was not the only person
doing so. '

Based on a review of the documents, since November 2010, individuals from the
California Health Department and Board of Pharmacy had been in contact with FDA’s Los
Angeles District Office about concerns they had with Ameridose shipping repackaged
succinylcholine, a neuromuscular blocking agent used in surgery. According to the State
representatives, Ameridose was shipping the product with significantly different expiration dates
than the branded product and doing so without corresponding package inserts.?!® The issue
resurfaced in September 2011, when an employee from the Department of Public Health had
asked FDA whether “Ameridose received premarket approval for the succinylcholine product”
and noted that they were “concerned with microbial contamination, as well as stability of
product, associated with the repackaging (from the original manufacturers) of the Ameridose
products.”?'” These concerns were shared with Tamara Ely, the new leader of CDER’s
Compounding Team, on September 28, 2011.2'

One month later, the documents indicate that an anonymous Ameridose employee had
also contacted FDA’s Office of Criminal Investigations regarding similar concerns as those
previously raised with the NWE-DO. On October 21, 2011, Amber Wardwell, who succeeded
Mutahar Shamsi as NWE-DO Compliance Branch Director, informed her colleagues that “OCI
has sent over a referral for a[n] informant at Ameridose in Westboro [sic]” which involved
allegations that “sales people [were] in [the] clean area filling product” and that Ameridose
“continue[d] to repack Avastatin [sic] without FDA license.”*" Nonetheless, CDER was
steadfast in its position that it would not inspect Ameridose and investigate complaints until the
compounding guidance was finalized. For example, when the District compliance officer
primarily responsible for Ameridose reached out to CDER’s Compounding Team on October 24
to discuss the informant’s claims, one of the Compounding Team employees asked Tamara Ely
whether she should “schedule something and let him know that we aren’t actively pursuing
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anything at this time. . . 222° Ms. Ely responded, “I will handle it so you can focus on all things
503[A] [guidance].”**! According to a subsequent email from the District compliance officer to
Amber Wardwell, Ms. Ely informed the compliance officer that “CDER is in the process of
drafting guidance on compounding and manufacturing” and that no inspections would be
conducted until it was issued.”> Ms. Ely directed the compliance officer to interview the
informant and forward the notes from the interview, but acknowledged that the District Office
“should not immediately follow-up but wait until the guidance is out, and then inspect as directed
by CDER.” The com3p1iance officer concluded: “She said no compounding facility is slated to be
inspected in 2012.”** ‘

The next day, October 25, 2011, the compliance officer had his colleague contact the
informant to set up an interview, as directed by Ms. Ely. Although the informant agreed to meet
with the compliance officer and several of his colleagues on October 31,”* the interview was
ultimately postponed until November 3 and, in the end, was brief. According to the interview
notes, the informant was “concern[ed] about [the] consequences of speaking w/ FDA [in terms
of] retaliation, future employment, personal safety — legal expenses if [it] goes to court, personal
law suit.”??* Although FDA staff agreed to look into whistleblower protections,* the
Ameridose informant decided not to meet with them again after speaking with his lawyer.”*’

On November 17, 201 1—only one day after the informant declined to meet with FDA
again—the agency received an adverse event report associated with an Ameridose product. This
report stated that three pregnant women who were in labor had complained of poor pain control
after receiving epidural fentanyl injections subsequently determined to have been made and
distributed by Ameridose. The women ultimately had C-sections.??® The reporting physician or
hospital pharmacist stated that they had “[n]otified [Ameridose] for investigation” and had
“attempted to contact Ameridose numerous times over the last several weeks to find the outcome
of the investigation.”” On January 24, 2012, FDA received an additional report associated with
fentanyl produced and distributed by Ameridose. This time, the complaint related to confusing
labeling resulting in “2 near misses” where nurses had stated that “they almost gave their
patient’s [sic] 100mcg instead of 50mcg.”**°

The next day, January 25, 2012, FDA received another report via its adverse event
reporting system, this time involving a heparin product. According to the complaint, a hospital
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“had a patient that the doctor had ordered a Heparin drip for. The patient had a bag and the labs
came back that their level had not changed. They increased the drip and rechecked labs [and]
still no change. They changed the bag [and followed the] same processes and still not level.
Pharmacy had lab test the . . . 2 bags . . . and neither bag had any Heparin in [it]. These bags
were made by Ameridose, a compounding pharmacy in Framingham, MA.»*!

On March 12, 2012, another adverse event report was submitted to FDA, again involving
potency issues with pain medications produced by Ameridose. Again, according to the
complaint, “Ameridose was contacted about the potential problem and is conducting an
investigation.”232 Less than two weeks later, on March 23, 2012, FDA received yet another
report involving another “Hospital Close-call” associated with confusing Ameridose labeling.”**

No other documents or communications related to this five-month string of adverse event
reports associated with Ameridose products were produced to the Committee, suggesting that
FDA did not take any further steps to investigate them, let alone re-inspect the company’s
facilities. Based on the MDPH’s assertion to Committee staff, none of these complaints were
forward to the State either.

On May 24, 2012, one of the inspectors from the NWE-DO who had previously visited
Ameridose was contacted by a special agent in FDA’s OCI. According to notes from the call,
the agent was “interested in setting up [a] meeting to discuss Ameridose.”** The inspector then
emailed a supervisor in the District Office informing her that “[OCI] had recently received a
complaint for Ameridose” and that the agent “would like to set up a time to meet with me to
discuss what I saw at the firm and ask a few other questions about our inspection there.”?*> The
compliance officer primarily responsible for Ameridose informed his contact at CDER about the
request, who replied by copying Pamela Lee—“the new [Team Leader] for the compounding
team.”>*® Tt is apparent from the documents that a teleconference was scheduled and ultimately
occurred on June 5, 2012. Representatives from OCL CDER, and the NWE-DO participated.*’
Based on notes from the call, the “anonymous complaint” that generated the discussion was
“from HHS [U.S. Department of Health and Human Services] IG” and involved “drugs [being]
misbranded, [and] not complying with GMPs.”2*® The notes also indicate that Ms. Lee informed
the group that CDER was “revisin§ guidelines so enforcement actions [were] on hold unless
[there was] clear harm or fraud.”*® After the call, Pamela Lee followed up with one of the
participating NWE-DO compliance officers about the discussion. She asked what the
compliance officer “meant when [she] said Ameridose did not have patient-specific prescriptions

231 I d
22 FDA ADVERSE EVENT REPORTING SYSTEM (FAERS) (Jan. 25, 2012).
3 EDA ADVERSE EVENT REPORTING SYSTEM (FAERS) (Mar. 23, 2012).
24 Notes of Investigator, New England Dist. Off., FDA (May 24, 2012, 1:20 PM).
% B-mail from Investigator, New England Dist. Off., FDA, to Supervisory Consumer Safety Officer, New England
Dist. Off.,, FDA (May 24, 2012, 10:01 AM).
26 E-mail from Reg. Operations Officer, Compounding & Pharmacy Practices Team, Div. of Prescription Drugs,
OUDLC, Off. of Compliance, CDER, FDA, to Compliance Officer, New England Dist. Off., FDA (May 29, 2012,
9:58 AM).
z; Sse Notes of Investigator, New England Dist. Off., FDA (June 5, 2012).
Id
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for approximately 99% of their drugs but instead had ‘physician orders.”**® The compliance
officer responded by clarifying that aside from certain dialysis patients, “The[re] are no
patient/physician orders. There is nothing signed by MD’s except for the dialysis orders.”**

It is unclear from the documents whether anything associated with the underlying
complaint that had been raised with HHS IG was resolved prior to the meningitis outbreak
beginning in late September 2012. However, on July 17, 2012, after the NWE-DO was informed
of NECC violating the Colorado Cease and Desist Order, the District compliance officer
primarily responsible for NECC informed his colleague about the news and stated that “CDER
said last year we may do something at the end of this year with compounding pharmacies. I
recently had a meeting with OCI based on a complaint they received and they may be doing
something with Ameridose. I invited CDER to the meeting and they were on the speakerphone.
They did not want us going to the firm.”*** The compliance officer then forwarded the
information received from FDA’s Denver District Office to Pamela Lee and asked, “Based on

'past conversations that we may start enforcing compounding pharmacies at the end of this year

do you want us to wait until you issue an assignment to go to [NECC]?”*** Ms. Lee’s reply, if
there was one, was not produced to the Committee. -

At this point in time, NECC had already shipped two of the three batches of fatal
methylprednisolone acetate to facilities across the country. The meningitis outbreak started to
unfold in late September. After it was determined that NECC was the responsible entity, FDA
initiated an inspection of the facility, along with the State, on September 26, 2012. On October
10, 2012 FDA and the State began an inspection of Ameridose because, according to FDA,
“Ameridose and NECC of Framingham, Mass. share some of the same managers.”**

Prior to the inspection of Ameridose, on October 5, 2012, the NWE-DO received a new
complaint from an anonymous employee at Ameridose. According to the report, the informant
stated that, approximately one year ago, NECC had received a large order for a product used to
prevent nausea and vomiting associated with chemotherapy. He explained that since NECC did
not have the capacity to fill this order, “a couple batches containing a couple thousand syringes
were produced at Ameridose for NECC” and that “it wasn’t documented because it was not
supposed to be done this way and illegal.” According to the NWE-DO report, the informant
concluded by stating that “the same people that own NECC also own Ameridose” and that the
informant was “instructed by management to keep quiet as Ameridose does not want to be
associated with NECC.”***

% E_mail from Pamela Lee, Senior Regulatory Operations Officer, Compounding & Pharmacy Practices Team, Div.
of Prescription Drugs, OUDLC, Off. of Compliance, CDER, FDA, to Compliance Officer, New England Dist. Off.,
FDA (June 5,2011, 3:21 PM).

! B-mail from Compliance Officer, New England Dist. Off., FDA, to Pamela Lee (June 5, 2011, 3:34 PM).

22 B-mail from Compliance Officer, New England Dist. Off., FDA, to Compliance Officer, New England Dist. Off.,
FDA (July 17, 2012, 8:19 AM).

2 B-mail from Compliance Officer, New England Dist. Off., FDA, to Pamela Lee, et al. (July 17, 2012, 8:35 AM).
24 EDA, Questions and Answers on Ameridose Recall (Nov. 1, 2012) [hereinafter, “Ameridose Q&A™], available at
http://www fda.gov/Drugs/DrugSafety/DrugShortages/ucm326471.htm.

5 FDA, CONSUMER COMPLAINT/INJURY REPORT (Oct. 5, 2012).
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On November 1, 2012, FDA announced that Ameridose was conducting a voluntary
recall of all of its unexpired products in circulation based on “the preliminary results of the
FDA’s ongoing inspection, which has raised concerns for the FDA about a lack of sterility
assurance. . . .”**® On November 9, 2012, FDA issued Gregory Conigliaro a Form 483,
documenting the agency’s observations during the inspection of Ameridose beginning on
October 10.**” The observations included in this twenty-page document are too numerous to
address in this memorandum. In summarizing the document, one FDA spokesperson stated that
the firm “fails to test finished product for potency, failed to investigate complaints for ineffective
products, failed to investigate violations of their own environmental sampling plan and fails to
adequately maintain equipment and facilities used to manufacture sterile drug products.”**® For
more reasons than one, this statement does not even begin to tell the whole story.

PART V: CONCLUSION

It can and should be stipulated that the fungal meningitis outbreak would not have
occurred if not for a company whose management was willing to consistently cut corners and
prioritize the expansion of their business over the safety of their products. That being said,
NECC was not operating in the shadows. NECC had been on FDA'’s radar since 2002 and never
left.

One of FDA'’s fundamental reasons for existence is to protect the public health by
assuring the safety of our nation’s drug supply. With respect to NECC and Ameridose,
documents produced to the Committee raise serious questions about whether FDA repeatedly
failed in its core mission. The documents also indicate that it was by sheer chance that NECC
products caused these deaths and illnesses, as opposed to products produced and distributed by
Ameridose. FDA employees were well aware of the link between these two companies. The
agency’s inaction in the face of years of complaints and red flags associated with the safety of
both companies’ products and underlying practices had a tragic ending. While nobody could
have fully anticipated the scope of this terrible outbreak, FDA was on notice that something like
this might occur.

Issues with the safety of NECC and Ameridose products and practices aside, by 2012
FDA had a deep understanding of the nature and scope of the companies’ business; the agency
knew that both NECC and Ameridose were engaged in activities that strongly suggested they
were operating as drug manufacturers. Had the companies long ago crossed any line FDA could
conceivably have drawn in the sand to differentiate pharmacy compounding from drug
manufacturing? Even if FDA was so unsure of its authority to initiate enforcement actions
against these companies after the Circuit Court split, was there anything in the law that precluded
them from informing the State about the litany of complaints the agency had independently

M8 EDA, Ameridose Q&A, supra note 244.

*7 See FDA, AMERIDOSE, LLC, FORM FDA 483, available at
http://www.fda.gov/downloads/AboutFDA/CentersOffices/OfficeofGlobalRegulatoryOperationsandPolicy/ORA/OR
AElectronicReadingRoom/UCM327729.pdf.

8 Elizabeth Weise, FDA finds contamination at Ameridose, USA Today, Nov. 13, 2012, available at

http://www usatoday.com/story/news/nation/2012/11/12/fda~ameridose-meningitis/1700589/.

39


http://www
http://www.fda.gov/downloads/AboutFDA/CentersOffices/OfficeofGlobalRegulatoryOperationsandPolicy/ORA/OR

received about NECC and Ameridose and strongly encouraging State action for the sake of
patients across the country?

The Committee is committed to ensuring that something like this never happens again. If
additional legislation is needed so FDA can adequately enforce the pertinent provisions of the
FDCA with respect to companies that label themselves compounding pharmacies, yet are
engaged in large-scale manufacturing and distribution activities, the Committee will work on
such legislation. That being said, additional authority will not necessarily solve the fundamental
issues within FDA that allowed this tragedy to unfold right under the agency’s nose. Guidance
documents will always need to be updated. Clarifying regulations will always need to be
drafted. Statutory authority will always need to be defended. How many complaints, red flags,
and close calls does FDA need to accumulate before protecting the public health outweighs any
of these other activities?
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SUBJECT: Memorandum Report: High-Risk Compounded Sterile Preparations and
Outsourcing by Hospitals That Use Them, OEI-01-13-00150

This memorandum report provides information about the extent to which acute-care
hospitals used compounded sterile preparations (CSPs) and purchased them from outside
sources in 2012. It also describes the steps that hospitals take to ensure the quality of
CSPs.

SUMMARY

We surveyed a nationally representative sample of acute-care hospitals that participated
in Medicare in 2012. This survey focused on hospital use of compounded sterile
preparations (CSPs). CSPs are sterile compounded drugs that are generally administered
to patients via injection or infusion. We found that in 2012, 92 percent of hospitals used
CSPs. Of those hospitals that used CSPs, 92 percent used sterile-to-sterile products and
only 25 percent used higher risk nonsterile-to-sterile products. Nonsterile-to-sterile
products composed less than 1 percent of CSPs used in 2012. Of the hospitals that used
nonsterile-to-sterile CSPs, 85 percent outsourced at least some of these products (i.e.,
purchased them from outside pharmacies).

Ensuring an adequate supply of CSPs was very important to hospitals when determining
whether to outsource CSPs. Many hospitals cited shortages of commercial products

(68 percent), the availability of CSPs with extended shelf lives (62 percent), and CSP
stability (69 percent) as very important factors when deciding whether to outsource CSPs.
Also, hospitals took limited steps to ensure the quality of outsourced CSPs but had few
problems with the quality of products from outside pharmacies. Few hospitals (11 of 236
hospitals in our sample) reported problems with product contamination; however, as
shown by the meningitis outbreak in the fall of 2012, any instance of product
contamination has the potential for serious consequences. Finally, we found that

56 percent of hospitals made changes or planned to make changes to CSP sourcing
practices in response to that meningitis outbreak.
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BACKGROUND

A recent nationwide meningitis outbreak caused by contaminated injections, which were
compounded by the New England Compounding Center (NECC), raised major concerns
about the use of compounded drugs supplied by outside pharmacies.® The meningitis
outbreak and its aftermath revealed a gap in information about hospitals’ use of drugs
supplied by such pharmacies. Hospitals may have outsourcing arrangements with
multiple outside pharmacies and may also compound drugs within their own pharmacies.

Pharmaceutical compounding is the creation of a prescription drug tailored to meet the
needs of an individual patient. For example, a compounding pharmacist may produce a
version of a drug without an ingredient to which a patient may be allergic, or the
pharmacist might create a liquid form of a drug for a patient who is unable to swallow a
pill. Traditionally, pharmacies compounded a drug upon receipt of a prescription for an
individual patient. However, recent trends in drug compounding have included the
large-scale production of certain drugs to help ease shortages of drugs approved by the

Food and Drug Administration (FDA) and to meet the sourcing needs of some hospitals.?

Compounded Drugs

There are two broad categories of compounded drugs: nonsterile preparations and sterile
preparations. (In this report, we refer to the latter as compounded sterile preparations, or
CSPs.) Nonsterile preparations, such as ointments applied to the skin or capsules or pills
that a patient takes orally, are lower risk products. Their production is subject to less
stringent standards than those for sterile preparations.

CSPs are higher risk products that are generally administered to patients via injection or
infusion. Preparation of CSPs requires more expertise and more extensive safety
measures. Risks associated with CSP preparation include the use of the wrong medium
or the wrong concentration for mixture, contamination with pathogens, and human error.
CSPs may be divided into two types based on their components and the method of
preparation:

e Sterile-to-sterile CSPs are prepared from sterile products, which a pharmacist
constitutes. Sterile-to-sterile products are considered to carry a high risk of
contamination in their preparation.

e Nonsterile-to-sterile CSPs carry the highest risk of contamination. These
products are prepared from one or more nonsterile ingredients that must be mixed
together and then sterilized. The products from NECC that led to the outbreak
fell into this category. Nonsterile-to-sterile compounding requires extensive
safety precautions, including specialized staff training, positive and negative flow
sterile rooms, sterile laminar hoods, and daily cleaning and disinfection.

L In this report, the term “outside pharmacy” refers to any outside compounding pharmacy from which a
hospital or medical center purchases compounded drugs.

2’3, Tavernise, “FDA Chief Seeks Expanded Authority to Improve Safety of Drug Compounders,” The New
York Times, November 14, 2012.
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Because of CSPs’ greater risk, this study focuses on hospital use of both kinds of CSPs,
rather than the lower risk nonsterile preparations, such as ointments and capsules.

United States Pharmacopoeia

The United States Pharmacopoeia (USP) is an official compendium of drug standards in
the United States.> The USP chapter 797 (USP 797) provides product safety and quality
standards for preparing CSPs.* Pharmacies have widely adopted USP 797 standards.”
FDA has limited authority to inspect pharmacies and enforce compliance with current
standards for good manufacturing practices; therefore, it largely defers to the States for
regulating and inspecting pharmacies.®

METHODOLOGY

We identified 4,867 acute-care hospitals operating in 2012 that participated in Medicare.’
From this population we selected a simple random sample of 300 hospitals. After we
eliminated 2 ineligible hospitals, the sample consisted of 298 acute-care hospitals. We
developed and used an online questionnaire to determine the extent and nature of hospital
use of CSPs and outsourcing, including the extent to which hospitals outsource versus
prepare onsite, and challenges in outsourcing and preparing CSPs. In January 2013, we
mailed a letter to the director of pharmacy services for each sampled hospital requesting
that he/she complete the online questionnaire.® We followed up with each nonrespondent
with a reminder letter and telephone calls. We received responses from 236 hospitals, an
overall response rate of 79 percent.

In addition, we interviewed stakeholders, including four practicing hospital pharmacists
and officials of the trade association that represents hospital pharmacists.

Appendix A contains the sample sizes, point estimates, and 95-percent confidence
intervals for all statistics in this report, as well as other data gathered in the survey.

Limitations
All data in this report are self-reported, and we did not independently verify them.

® The Federal Food, Drug, and Cosmetic Act §§ 201(j) and (g)(1)(A) (21 U.S.C. §§ 321(j) and (g)(1)(A))
(defining the terms “official compendium” and “drug”).

* The United States Pharmacopeial Convention. “USP-NF General Chapter 797 Pharmaceutical
Compounding—Sterile Preparations.” The United States Pharmacopoeia and the National Formulary,
ch. 797 (copyright 2011).

® American Society of Health-System Pharmacists (ASHP), The ASHP Discussion Guide on USP
Chapter 797 for Compounding Sterile Preparations. Accessed at www.ashp.org on December 13, 2012.
® FDA, Compliance Policy Guidance for FDA Staff and Industry, Section 460.200 Pharmacy Compounding
(reissued May 29, 2002). Accessed at www.fda.gov on December 13, 2012.

" Pursuant to Section 1861 of the Social Security Act, to participate in Medicare, hospitals must
demonstrate that they meet the Medicare Conditions of Participation during onsite inspections conducted
by State survey and certification agencies and hospital accreditors with Medicare deeming authority.

® Because of a law enforcement request, we did not contact six acute-care hospitals.

High-Risk Compounded Sterile Preparations and Hospital Outsourcing (OEI-01-13-00150)
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Standards

This study was conducted in accordance with the Quality Standards for Inspection and
Evaluation issued by the Council of the Inspectors General on Integrity and Efficiency.

RESULTS

In 2012, only one-quarter of hospitals used higher risk nonsterile-to-sterile CSPs,
whereas almost all hospitals used sterile-to-sterile products
Overall, 92 percent of hospitals used CSPs in 2012. Hospitals of all sizes used CSPs and
some used them extensively (Table 1). For example, we interviewed a pharmacy director
of a large teaching hospital who reported that his hospital uses around 2,500 doses of

CSPs per day. Ninety-two percent of hospitals used sterile-to-sterile CSPs. Twenty-five
percent of hospitals used higher risk nonsterile-to-sterile CSPs.

Table 1: Use of Compounded Sterile Preparations by Hospital Size, 2012

Number of Doses of CSPs
Administered in Hospitals

Number of Doses of
Nonsterile-to-Sterile CSPs

Number of Doses of
Sterile-to-Sterile CSPs

Hospital Size Mean Administered in Hospitals | Administered in Hospitals
(95% Confidence Interval Mean Mean
() (95% CI) (95% CI)
Fewer Than 50 Beds 3,065 67 2,947
(n=81) (1,878-4,252) (10-124) (1,766-4,127)
50-99 Beds 18,008 * 18,001
(n=40) (6,930-29,086) (6,925-29,077)
100-299 Beds 45,378 158 45,222
(n=69) (33,803-56,952) (43-273) (33,658-56,785)
300 Beds and Above 206,086 666 205,421
(n=43) (111,647-300,526) (310-1,021) (111,080-299,761)

Source: Office of Inspector General survey of acute-care hospitals participating in Medicare, 2013.

*We were unable to project an estimate for this data field because we did not have a valid 95-percent confidence interval.

Nonsterile-to-sterile preparations composed less than 1 percent of CSPs used in hospitals
in 2012. Only 16 percent of hospitals with fewer than 50 beds used these products.
Nonsterile-to-sterile CSPs have a higher risk of contamination than other CSPs because
pharmacists prepare them from nonsterile components that must be sterilized prior to
administration. When we asked hospitals which kinds of nonsterile-to-sterile CSPs they
commonly used, they named both product types and modes of administration. Hospitals
in our sample commonly used nonsterile-to-sterile opioids, steroids, electrolytes, and
diuretics. Hospitals in our sample also reported using nonsterile-to-sterile CSPs for
intrathecal pain pumps and epidurals.

Sterile-to-sterile preparations composed over 99 percent of CSPs used by hospitals in
2012. When asked about commonly used sterile-to-sterile CSPs, hospitals in our sample
reported using antibiotics, opioids, epidurals, oxytocics, total parenteral nutrition, and
cardioplegic solutions.

High-Risk Compounded Sterile Preparations and Hospital Outsourcing (OEI-01-13-00150)
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Of the hospitals that used higher risk CSPs in 2012, 85 percent purchased at least
some of these products from outside sources

Of the hospitals that used nonsterile-to-sterile CSPs in 2012, only 36 percent prepared
any of these products onsite (Table 2). USP 797 standards for preparing
nonsterile-to-sterile CSPs are more stringent than those for sterile-to-sterile CSPs, and a
few hospitals in our sample (5 out of 236) reported that they cannot make these products
onsite because their facilities do not meet USP 797 standards. Overall, most hospitals
(75 percent) that used any CSPs used a combination of outsourcing and onsite
preparation to obtain these products.

Table 2: Hospital Sourcing of Compounded Sterile Preparations, 2012

. . Percentage of Hospitals
Product Type Percentage of Hospitals Percentage of Hospl'tals That Both Outsourced And
That Outsourced That Prepared Onsite ;
Prepared Onsite
All CSPs
79.4% 95.0% 74.7%
(n=218 Hospitals That Used (74.1%-84.6%) (92.1%-97.8%) (69.2%-80.4%)
CSPs)
Nonsterile-to-Sterile CSPs
. 84.7% 35.6% 20.3%
(n=59 Hospitals That Used
Nonsterile-to-Sterile CSPs) (75.8%-93.7%) (23.7%-47.5%) (10.3%-30.3%)
Sterile-to-Sterile CSPs
. 76.9% 95.4% 72.2%
(n=216 Hospitals That Used
Sterile-to-Sterile CSPs) (71.4%-82.3%) (92.6%-98.1%) (66.4%-78.0%)

Source: Office of Inspector General (OIG) survey of acute-care hospitals participating in Medicare, 2013.

Of the hospitals that purchased nonsterile-to-sterile CSPs from outside pharmacies,

63 percent contracted with one pharmacy, 20 percent contracted with two, and 16 percent
with three (see Table A4 in Appendix A).° Most hospitals (67 percent) that purchased
nonsterile-to-sterile CSPs from outside pharmacies used at least one pharmacy located in
another State.*

For those hospitals that used sterile-to-sterile CSPs, 77 percent purchased sterile-to-sterile
products from at least one outside pharmacy. Of these hospitals that purchased
sterile-to-sterile CSPs from outside pharmacies, 41 percent contracted with one outside
pharmacy, 50 percent contracted with two or three pharmacies, and 9 percent contracted
with four or five pharmacies (see Table A5 in Appendix A). As with nonsterile-to-sterile
products, most of these hospitals purchased sterile-to-sterile CSPs from at least one
out-of-State pharmacy: 45 percent used one out-of-State pharmacy, 41 percent used two
or three out-of-State pharmacies, and 3 percent used four or five out-of-State pharmacies.

® The 95-percent confidence intervals for these three percentage estimates are 50.1 to 76.4 percent, 9.4 to
31.4 percent, and 6.2 to 26.4 percent, respectively.
19 The 95-percent confidence interval for the 67-percent estimate is 54.6 to 80.1 percent.
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Hospitals consider factors related to ensuring an adequate supply of CSPs as very
important when determining whether to outsource CSPs

Hospitals cited shortages of commercial products as a very important factor when
deciding whether to outsource CSPs (see Table A6 in Appendix A). Outsourcing CSPs
may be necessary to ensure the ready availability of products during such shortages. A
few hospitals in our sample (15 of 236) indicated that they outsource CSPs only when
commercial products are unavailable because of a shortage and the cost of producing the
CSP onsite would be prohibitive. One pharmacy director stated that his hospital had
outsourced more CSPs in 2012 than in previous years because of growing shortages of
commercially available products.

When asked how an abrupt shortage of CSPs from outside pharmacies would affect
delivery of care and risk to patients, 48 percent of hospitals stated that a shortage of
outsourced CSPs would have a non-life-threatening but great impact on delivery of care
in their hospitals (see Table A8 in Appendix A). An additional 11 percent responded that
such a shortage would cause life-threatening, major disruptions.

Hospitals also regarded CSP stability* and the need for CSPs with extended shelf lives as
very important factors when deciding whether to outsource CSPs. A pharmacy’s ability
to provide products with extended shelf lives was also important to hospitals when
selecting a particular outside pharmacy (see Table A7 in Appendix A). This suggests that
hospitals rely on outsourcing to provide commonly used products for which the exact
demand may be unpredictable. According to pharmacists with whom we spoke, CSPs
prepared onsite often have limited shelf lives or must be refrigerated. In many cases,
outside pharmacies can provide products that have undergone stability testing and have
extended shelf lives. Outsourcing these CSPs enables hospitals to have product on hand
when needed with less waste. A few hospitals in our sample (6 out of 236) noted that the
option of outsourcing CSPs with extended shelf lives is particularly important because
they do not have pharmacies that operate 24 hours a day.

In deciding to outsource, hospitals considered other factors as important in ensuring a
supply of CSPs. Hospitals cited the ability to prepare CSPs onsite, such as lack of
necessary equipment, shortage of trained staff, and lack of physical facilities to prepare
CSPs as important when deciding whether to outsource CSPs (see Table A6 in Appendix
A). In fact, only 56 percent of hospitals had a USP 797-compliant clean room for
preparing CSPs. When deciding whether to outsource, hospitals also considered whether
CSPs were high risk or required nonsterile-to-sterile preparation.

Hospitals took limited steps to ensure the quality of outsourced CSPs, but they also
rarely had problems with CSP quality

Most hospitals that outsourced CSPs required that outside pharmacies comply with
USP 797 (83 percent) and reviewed quality reports provided by outside pharmacies

(71 percent, Table 3). Of the hospitals that outsourced CSPs, few conducted their own
site visits at outside pharmacies (22 percent) or reviewed independent quality

1 The term “CSP stability” refers to the extent to which the preparation retains the same properties and
characteristics that it possessed at the time of its preparation throughout its period of storage and use.
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assessments of the outside pharmacies used (27 percent). Some hospitals in our sample
(14 out of 236) also reported that they lacked the resources, access, or expertise to assess
the quality of outside pharmacies and therefore must rely on State Boards of Pharmacy to
assess them.

Table 3: Steps That Hospitals That Outsourced Compounded Sterile Preparations Took To
Ensure Quality in 2012

Percentage of Hospitals That Reported
Quality Step Taking Quality Step for Some or All Outside
Pharmacies They Contracted With
Required Compliance With USP 797 83%
Reviewed Quality Reports Provided by the Outside Pharmacy 71%
Reviewed Quality Reports Provided by a Third Party 27%
Conducted Onsite Visits at the Outside Pharmacy 22%
Tested CSPs Provided by Outside Pharmacy 9%

Source: OIG survey of acute-care hospitals participating in Medicare, 2013.

Although hospitals took limited steps to ensure the quality of outsourced CSPs,

42 percent of hospitals were very confident that the steps taken were adequate. An
additional 47 percent were only somewhat confident that these steps were adequate.
However, 12 percent of hospitals were not at all confident in the quality of products from
outside pharmacies.* Most hospitals (64 percent) that outsourced CSPs had no problems
or concerns with outside pharmacies in 2012, and of those that had problems, many were
related to product availability (73 percent).*®* Few hospitals (11 of 236 hospitals) in our
sample reported problems with product contamination; however, as shown by the
meningitis outbreak in fall 2012, any instance of product contamination has the potential
for serious consequences.

Half of all hospitals made changes or planned to make changes to CSP sourcing
practices in response to the fall 2012 meningitis outbreak

Overall, 56 percent of hospitals made changes to CSP sourcing practices in 2012 or plan
to make changes in 2013. This includes hospitals that use only sterile-to-sterile products
and hospitals that use higher risk nonsterile-to-sterile products. Some changes were
related to the way in which hospitals outsource CSPs (see Table A14 in Appendix A).
Outsourcing changes that hospitals made or plan to make included decreasing CSP
outsourcing, requesting more information on product quality from outside pharmacies,
and contracting with different outside pharmacies.

Hospitals also made or planned changes to the way they prepare CSPs in-house. Many
hospitals increased or plan to increase quality control mechanisms in the hospital
pharmacies and hospital capacity to prepare CSPs in-house. Making such changes while
complying with USP 797 may be resource intensive for hospitals. About half of hospitals
ranked cost (47 percent) and space limitations (49 percent) as major challenges to

12 percentages for hospital confidence in the quality of CSPs purchased from outside sources add up to
101 percent because of rounding. See Table A10 in Appendix A for exact percentages.
3 The 95-percent confidence interval for the 73-percent estimate is 61.8 to 83.4 percent.
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USP 797 compliance. A few hospitals in our sample (6 out of 236) reported that
becoming fully compliant with USP 797 would require a building redesign or new
construction.

CONCLUSION

Our review shows that the use of compounded sterile products is widespread in hospitals,
although the use of the highest risk products—those involving preparation of sterile
products from nonsterile components—is limited to about one-quarter of hospitals, most
commonly larger facilities.

Although most hospital pharmacies prepared sterile-to-sterile products onsite, hospitals
outsource most nonsterile-to-sterile CSPs. Hospitals tend to rely upon a limited number
of external pharmacies for these CSPs, especially for nonsterile-to-sterile products. Often
these pharmacies are located in other States.

Many factors go into a hospital pharmacy’s decision to outsource CSPs. Among these
are the need to ensure a ready supply of products in the event of shortages and the need
for products with extended shelf lives, which require sophisticated equipment and testing
that may not be readily available on the hospital premises.

The meningitis outbreak in the fall of 2012 has spurred hospital pharmacies to make
some changes, such as seeking additional information from outside pharmacies about
quality practices, or even expanding their own internal compounding capacity. For the
most part, hospitals remain confident about the quality of outsourced CSPs.
Nevertheless, the meningitis outbreak raises questions about whether this confidence is
well placed and emphasizes the need to stay vigilant about procedures for compounding
and outsourcing CSPs.

OIG will pursue additional work to further examine the safety and quality of
pharmaceutical compounding in hospitals, including work examining Federal oversight
mechanisms.

This report is being issued directly in final form because it contains no recommendations.

If you have comments or questions about this report, please provide them within 60 days.
Please refer to report number OEI-01-13-00150 in all correspondence.

High-Risk Compounded Sterile Preparations and Hospital Outsourcing (OEI-01-13-00150)



Page 9 — Margaret A. Hamburg, M.D.

APPENDIX A

Complete Results From Office of Inspector General Survey of Acute-Care Hospitals

That Participated in Medicare in 2012
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Table Al: Hospital Demographic Information, 2012

Percentage of Hospitals
Sample Size
(95% Confidence Interval (ClI))
Hospital Size 233
34.8%
Fewer Than 50 Beds
(28.8%-40.7%)
17.2%
50-99 Beds
(12.5%-21.9%)
29.6%
100-299 Beds
(23.9%-35.3%)
300 Beds and Above 18.5%
Vi
(13.6%-23.3%)
Operating Room in Hospital 235 91.5%
i i i
perating P (88.0%-95.0%)
. . . 72.6%
Intensive Care Unit in Hospital 234
(67.1%-78.2%)
L . 47.7%
Dialysis Performed at Hospital 235
(41.4%-53.9%)

Source: Office of Inspector General (OIG) survey of acute-care hospitals participating in Medicare, 2013.

Table A2: Use of Compounded Sterile Preparations by Hospital Size, 2012

Hospitals That Used
Compounded Sterile
Preparations (CSPs)

Hospitals That Used
Nonsterile-to-Sterile

Hospitals That Used
Sterile-to-Sterile CSPs

(91.8%-100.0%)

(46.2%~74.7%)

Sample Size CSPs
Percentage Percentage
ngf/:tcage (95% Cl) (95% Cl)
All Hospitals T 92.4% 25.1%* 91.5%
(89.1%-95.7%) (19.7%-30.5%) (88.1%-95.0%)
Hospitals by Size
Fewer Than 50 Beds 81 81.5% 16.0% 79.0%
(73.2%-89.7%) (8.8%-25.9%) (68.5%-87.3%)
50-99 Beds 20 95.0% 5.0% 95.0%
(88.4%-100.0%) (0.6%-16.9%) (83.1%-99.4%)
100-299 Beds 0 98.6% 25.0% 98.6%
(95.8%-100.0%) (15.3%-37.0%) (92.2%-100.0%)
300 Beds and Above 43 100.0% 60.5% 100.0%

(91.8%-100.0%)

Source: OIG survey of acute-care hospitals participating in Medicare, 2013.
*The sample size for this estimate is 235.
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Table A3: Total Doses of Compounded Sterile Preparations

Used in 2012

Percentage of Total CSPs

(95% Cl)

Total Doses of CSPs (n=236)

Nonsterile-to-Sterile CSPs (n=235)

0.34%
(0.2%-0.5%)

Sterile-to-Sterile CSPs (n=236)

99.6%
(99.5%-99.8%)

Source: OIG survey of acute-care hospitals participating in Medicare, 2013.

Table A4: Use of Outside Pharmacies by Hospitals Outsourcing
Nonsterile-to-Sterile Compounded Sterile Preparations in 2012

Number of Outside Pharmacies Used

Sample Size

Hospitals That Outsourced Nonsterile-to-Sterile CSPs

Percentage
(95% ClI)

All Outside Pharmacies 49
1 63.3%
(50.1%-76.4%)
2 20.4%
(9.4%-31.4%)
3 16.3%
(6.2%-26.4%)

Out-of-State Pharmacies 49
0 32.7%
(19.9%-45.4%)
1 51.0%
(37.4%-64.7%)
2 14.3%
(5.9%-27.2%)
3 2.0%

(0.1%-10.9%)

Source: OIG survey of acute-care hospitals participating in Medicare, 2013.
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Table A5: Use of Outside Pharmacies by Hospitals Outsourcing
Sterile-to-Sterile Compounded Sterile Preparations in 2012

Number of Outside Pharmacies Used Sample Size

Hospitals That Outsourced Sterile-to-Sterile CSPs

Percentage
(95% CI)
All Outside Pharmacies 165
1 40.6%
(33.3%-47.9%)
2 36.4%
(29.2%-43.5%)
3 13.9%
(8.8%-19.1%)
4 6.7%
(3.0%-10.4%)
5 2.4%
(0.1%-4.7%)
Out-of-State Pharmacies 163
0 11.0%
(6.4%-15.7%)
1 44.8%
(37.3%-52.2%)
2 33.1%
(26.1%-40.2%)
3 8.0%
(3.9%-12.0%)
4 1.8%
(0.4%-5.3%)
5 1.2%

(0.1%-4.4%)

Source: OIG survey of acute-care hospitals participating in Medicare,

2013.
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Table A6: Factors Important to Hospitals When Deciding Whether To Outsource

Compounded Sterile Preparations

(14.9%-25.1%)

(16.5%-27.0%)

Very Important Somewhat Not Important
Important
Factor Sc;r;zle
ercentage ercentage ercentage
P P P
(95% ClI) (95% Cl) (95% Cl)

- 68.6% 19.9% 11.5%
S O e 226 (62.7%~74.5%) (14.8%-25.0%) (7.5%-15.6%)
. 68.1% 22.7% 9.2%
Shortages of Commercial Products 229 (62.2%~74.0%) (17.4%~28.0%) (5.5%-12.8%)
- 67.0% 20.7% 12.3%
Need for Ready-to-Administer Form of CSP 227 (61.0%-72.9%) (15.6%-25.8%) (8.2%-16.5%)
. . 61.9% 23.5% 14.6%
Need for Product With Extended Shelf Life 226 (55.8%68.1%) (18.1%-28.8%) (10.1%-19.1%)
Product-Testing Requirements ) ) 15.4%
9 Req 228 (55.2%-67.6%) (17.9%-28.6%) (10.8%-19.9%)
Product Is High Risk or Problem Prone To 53.7% 27.5% 18.8%
Prepare 229 (47.4%-60.0%) (21.9%-33.1%) (13.8%-23.7%)
Inability of Hospital Pharmacy To Produce 46.9% 27.2% 25.9%
CSPs in Quantity Needed 228 (40.6%-53.2%) (21.6%-32.8%) (20.3%-31.4%)
CSP Requires Nonsterile-to-Sterile 47.1% 18.1% 34.8%
Preparation 227 (40.8%-53.5%) (13.2%-22.9%) (28.8%-40.8%)
L 45.6% 30.7% 23.7%
NBEE D EEEEIRET PoelEs 228 (39.3%-51.9%) (24.9%-36.5%) (18.3%-29.1%)
Lack of Necessary Equipment To Prepare 38.9% 23.6% 37.6%
CSP in-House 229 (32.7%—-45.0%) (18.2%-28.9%) (31.4%-43.7%)
Amount of Time Needed To Produce CSP 39.3% 36.7% 24.0%
in-House 229 (33.1%-45.5%) (30.6%-42.8%) (18.6%-29.4%)
- 35.4% 45.0% 19.7%
Predictability of Demand for CSP 229 (29.3%~41.4%) (38.7%-51.3%) (14.6%24.7%)
Lack of Physical Facilities To Prepare CSP 34.8% 26.9% 38.3%
in-House 227 (28.8%-40.8%) (21.3%~-32.5%) (32.2%—44.5%)
Workflow Management 33.6% 38.4% 27.9%
g 229 (27.7%-39.6%) (32.3%-44.6%) (22.3%-33.6%)
. . 27.8% 22.0% 50.2%
Prior Problems With Outsourced CSPs 223 (22.1%-33.5%) (16.7%-27.3%) (43.8%-56.6%)
. . 27.5% 49.8% 22.7%
Cost of Producing Product in-House 229 (21.9%-33.1%) (43.5%~56.1%) (17.4%~28.0%)
. 26.8% 33.8% 39.5%
Shortage of Staff Trained to Prepare CSP 228 (21.29%-32.4%) (27.8%-39.8%) (33.3%-45.7%)
Prior Problems Preparing CSP in-House 225 20.0% 21.8% 58.2%

(51.9%-64.5%

Source: OIG survey of acute-care hospitals participating in Medicare, 2013.
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Table A7: Factors Important to Hospitals When Selecting a Particular Outside Pharmacy

Very Important ?;r;cml:rit Not Important
Sample
Factor Size Percentage Percentage Percentage
(1) 0,
(95% Cl) (05% G (95% Cl)
Quality of Product 88.6% 3.1% 8.3%
i 228 (84.6%-92.6%) (0.9%-5.3%) (4.8%-11.8)
o _ 87.3% 5.3% 7.5%
Pharmacy Expertise in Preparing Product 228
(83.1%-91.5%) (2.4%-8.1%) (4.1%-10.8%)
Pharmacy Reputation 83.8 % 9:6% 6.6%
utatl
IR 229 (79.2%~88.5%) (5.9%-13.3%) (3.4%-9.7%)
Pharmacy Accreditation 79.0% 13.5% 7-4%
y 229 (73.9%-84.2%) (9.2%—-17.9%) (4.1%-10.7%)
Inspection History With State Board of 77.5% 13.2% 9.3%
Pharmacy 227 (72.2%~82.8%) (8.9%-17.5%) (5.6%-12.9%)
Product Availabilit 5.5% 17.0% 74%
u val 1
y 229 (70.1%-81.0%) (12.3%-21.8%) (4.1%-10.7%)
Pharmacy’s Ability To Provide Products With 71.1% 18.9% 10.1%
Extended Shelf Life 228 (65.3%~76.8%) (13.9%-23.8%) (6.3%-13.9%)
Pharmacy Responsiveness 66.7% 25.0% 8.3%
y Resp 228 (60.7%~72.6%) (19.5%-30.5%) (4.8%11.8%)
Pharmacy’s Delivery Schedule 50.7% 37.6% 11.8%
v y 229 (44.3%-57.0%) (31.4%-43.7%) (7.7%-15.9%)
Product Cost 37.4% 48.5% 14.1%
u
221 (31.3%-43.6%) (42.1%-54.8%) (9.7%-18.5%)
. . . 23.5% 39.8% 36.7%
Hospital’s Own Site Inspection of Pharmacy 226
(18.1%-28.8%) (33.6%-46.0%) (30.6%-42.8%)
Medical Staff Preference 3.5% 31.1% 65.4%
228 (1.2%-5.8%) (25.3%-37.0%) (59.3%-71.4%)

Source: OIG survey of acute-care hospitals participating in Medicare, 2013.

Table A8: Hospital Beliefs About the Effect of an Abrupt Shortage or Loss
of Supply of Compounded Sterile Preparations From Outside Pharmacies
on Risk to Patients and Delivery of Care in the Hospital (n=235)

Percentage of Hospitals
Perceived Level of Risk to Patients and Disruption of Care
(95% ClI)
11.5%
Life-Threatening, Major Disruptions 0
(7.5%-15.5%)
48.1%
Not Life-Threatening, But Still Great Impact 0
(41.9%-54.3%)
16.6%
Little Impact, an Inconvenience X
(12.0%-21.2%)
23.8%
No Impact at All X
(18.5%-29.1%)

Source: OIG survey of acute-care hospitals participating in Medicare, 2013.
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Table A9: Steps That Hospitals Outsourcing Compounded Sterile Preparations
To Ensure Quality in 2012

Performed Performed Did Not Perform Not Applicable
Quality Step for Quality Step for Quality Step
Sample All Outside Some Outside

Quality Step Siz[::‘ Pharmacies Pharmacies

Percentage Percentage Percentage Percentage

(95% CI) (95% CI) (95% CI) (95% CI)

Required Compliance With i 76.7% 6.4% 14.0% 2.9%
USP 797 (70.6%-82.9%) (2.8%-10.0%) (8.9%-19.0%) (0.5%-5.4%)
Reviewed Quality Reports 0 o 0 0
Provided by Outside 171 48.5% 22.8% 26.3% 2.3%
Pharmacy (41.2%—-55.8%) (16.7%-28.9%) (19.9%-32.7%) (0.1%-4.5%)
Reviewed Quality Reports 170 16.5% 10.0% 67.6% 5.9%
RS )l 2] P (11.0%-21.9%) (5.6%-14.4%) |  (60.8%-74.5%) (2.4%-9.3%)
Conducted Onsite Visits at 172 7.0% 15.1% 72.7% 5.2%
Outside Pharmacy (3.3%-10.7%) (9.9%-20.3%) (66.2%-79.2%) (2.0%-8.5%)
Tested CSPs Provided by 171 5.8% 3.5% 86.0% 4.7%

Outside Pharmacy

(2.4%-9.3%)

(0.8%—6.2%)

(80.9%-91.0%)

(1.6%-7.8%)

Source: OIG survey of acute-care hospitals participating in Medicare, 2013.

Table A10: Hospital Confidence in Steps Taken To Ensure
Quality of Compounded Sterile Preparations Purchased From
Outside Pharmacies in 2012 (n=221)

Level of Confidence

Percentage of Hospitals

(95% CI)

41.6%

Very Confident 0
(35.3%-48.0%)

46.6%

Somewhat Confident 0
(40.2%-53.0%)

11.8%

Not at All Confident

(7.6%-15.9%)

Source: OIG survey of acute-care hospitals participating in Medicare, 2013.
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Table A11: Hospitals That Outsourced Compounded Sterile Preparations and Had Problems
or Concerns With Outside Pharmacies in 2012

Sample Size

Had Problem or

Did Not Have

(1.5%-14.9%)

Concern Problem or Concern
Problems or Concerns
Percentage Percentage
(95% ClI) (95% ClI)
Any Problem or Concern With Outside a7 35.7% 64.3%
Compounding Pharmacies (28.7%—42.7%) (57.3%-71.3%)
Lack of Product Availabili 62 72.6% 27.4%
uct Availabili
b4 (61.8%-83.4%) (16.6%-38.2%)
. . 42.6% 57.4%
Problems With Product Delivery 61
(30.5%-54.7%) (45.3%-69.5%)
L 18.0% 82.0%
Product Contamination 61
(8.6%-27.4%) (72.6%-91.4%)
) 8.2% 91.8%
Problems With Product Potency 61

(85.1%-98.5%)

Source: OIG survey of acute-care hospitals participating in Medicare, 2013.

Table A12: Hospital Ability to Prepare Compounded Sterile Preparations

Onsite, 2012

Sample Size

Percentage of Hospitals

Prepared Onsite

(95% CI)
Hospitals With a USP 797-Compliant Clean 235 56.2%
Room (50.0%-62.4%)
Hospitals With a Barrier Isolator for 236 54.2%
Preparing CSPs (48.0%-60.4%)
Hospital Compliance With USP 797
Requirements for Risk Level of CSPs 228

Fully Compliant

59.6%
(53.4% -65.9%)

Mostly Compliant

29.8%
(24.0% —35.6%)

Somewhat Compliant

6.1%
(3.1%-9.2%)

Not at All Compliant

4.4%
(1.8% ~7.0%)

Source: OIG survey of acute-care hospitals participating in Medicare, 2013.
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Table A13: Hospital-ldentified Challenges To Meeting Compliance With USP 797 Standards

Sample Size

Major Challenge

Minor Challenge

Not a Challenge

(7.0%~14.9%)

(39.3%-51.9%)

Percentage Percentage Percentage
(95% ClI) (95% ClI) (95% ClI)
L 49.1% 27.0% 23.9%
Space Limitations 226
(42.8%-55.5%) (21.4%-32.6%) (18.5%-29.3%)
Cost 298 47.4% 30.3% 22.4%
(41.1%-53.7%) (24.5%-36.1%) (17.1%-27.6%)
. 25.4% 35.5% 39.0%
Access to Needed Equipment 228
(19.9%-30.9%) (29.5%-41.6%) (32.9%-45.2%)
22.4% 43.4% 34.2%
Number of Staff 228
(17.1%-27.6%) (37.2%-49.7%) (28.2%-40.2%)
. 11.0% 45.6% 43.4%
Staff Skill Set 228

(37.2%~49.7%)

Source: OIG survey of acute-care hospitals participating in Medicare, 2013.
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Table Al4: Hospitals That Have Made or Plan To Make Changes to Sourcing Practices
for Compounded Sterile Preparations in Response to the Fall 2012 Meningitis Outbreak

Percentage of Hospitals
Sample Size
(95% Cl)
Hospitals That Either Changed or Plan To Change CSP 232 56.0%
Sourcing Practices (49.8%-62.3%)
. . . . 45.9%
Hospitals That Changed CSP Sourcing Practices in 2012 233 (39.7%-52.2%)
. 0= .£L70
Changes Made
. 78.3%
Decreased Outsourcing of CSPs 106 (70.7% ~85.99%)
. 0 — . 0
Requested More Information From Outside Compounding 105 61.9%
Pharmacies on Product Quality (52.9%-71.0%)
. . . . 54.8%
Increased Quality Control Mechanisms in Hospital Pharmacy 104 (45.5% ~64.1%)
. 0 — . (]
. . . 51.9%
Increased Hospital Capacity To Prepare CSPs Onsite 106 (42.6%-61.2%)
5 0~ . 0
T . 50.5%
Contracted With Different Outside Pharmacy 105 (41.29-59.8%)
. (Ve . 0
Hospitals That Plan To Change CSP Sourcing Practices in 234 38.5%
2013 (32.4%-44.5%)
Planned Changes
Request More Information From Outside Compounding 88 84.1%
Pharmacies on Product Quality (76.6%-91.5%)
. . . . 74.7%
Increase Quality Control Mechanisms in Hospital Pharmacy 87 (65.8%-83.6%)
. 0~ .07
. 56.8%
Decrease Outsourcing of CSPs 88 (46.7%-66.9%)
70 .J70
. . . 54.5%
Increase Hospital Capacity To Prepare CSPs Onsite 88 (44.4%-64.7%)
R (U . (
s . 51.7%
Contract With Different Outside Pharmacy 89 (41.6%-61.8%)
.070— 070

High-Risk Compounded Sterile Preparations and Hospital Outsourcing (OEI-01-13-00150)



Guidance for FDA Staff and
Industry

Marketed Unapproved Drugs —
Compliance Policy Guide

Sec. 440.100
Marketed New Drugs Without Approved NDAs or ANDAS

U.S. Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research (CDER)

September 19, 2011
Compliance




Guidance for FDA Staff and
Industry

Marketed Unapproved Drugs
Compliance Policy Guide

Sec. 440.100
Marketed New Drugs Without
Approved NDAS or ANDAS

Additional copies are available from:
Office of Communications
Division of Drug Information, WO51, Room 2201
10903 New Hampshire Ave.
Silver Spring, MD 20993
Phone: 301-796-3400; Fax: 301-847-8714
druginfo@fda.hhs.gov
http://www.fda.gov/Drugs/GuidanceComplianceRegulatorylnformation/Guidances/default.htm

U.S. Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research (CDER)

September 19, 2011
Compliance


http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm
mailto:druginfo@fda.hhs.gov

TABLE OF CONTENTS

l. INTRODUGCTION. ...ttt e et e e nbe e san e e nbeesnneas
1. BACKGROUND ...ttt ne e
A. Reason fOr ThiS GUIANCE ........c.civiieiieiee ettt re e e nns
B. Historical ENfOrcement APPIrOACH........oci it
I1l.  FDA’S ENFORCEMENT POLICY ...ttt
A, ENFOrcemMENt PrIOFITIES .....oviiiiiiiiii e
B. Notice of Enforcement Action and Continued Marketing of Unapproved Drugs..............
C. Special Circumstances — Newly Approved Product............cccceiiieiieniniiiienesiee e
D. Regulatory ACtION GUIGANCE. .........coiireiiieiei e
APPENDIIX ..t E e b e ae e r e nneere e



Contains Nonbinding Recommendations

Guidance for FDA Staff and Industry*
Marketed Unapproved Drugs —
Compliance Policy Guide

Chapter 4
Subchapter 440

This guidance represents the Food and Drug Administration’s (FDA’s) current thinking on this topic. It
does not create or confer any rights for or on any person and does not operate to bind FDA or the public.
You can use an alternative approach if the approach satisfies the requirements of the applicable statutes

and regulations. If you want to discuss an alternative approach, contact the FDA staff responsible for
implementing this guidance. If you cannot identify the appropriate FDA staff, call the appropriate
number listed on the title page of this guidance.

l. INTRODUCTION

This Compliance Policy Guide (CPG) describes how we intend to exercise our enforcement
discretion with regard to drugs marketed in the United States that do not have required FDA
approval for marketing. This is a revision of a guidance of the same name that was issued in
June 2006. The guidance has been revised to state that the enforcement priorities and potential
exercise of enforcement discretion discussed in the guidance apply only to unapproved new
drugs (including new drugs covered by the Over-the-Counter (OTC) Drug Review), except for
licensed biologics and veterinary drugs, that are commercially used or sold® prior to September
19, 2011.

FDA'’s guidance documents, including this guidance, do not establish legally enforceable
responsibilities. Instead, guidances describe the Agency’s current thinking on a topic and should
be viewed only as recommendations, unless specific regulatory or statutory requirements are
cited. The use of the word should in Agency guidances means that something is suggested or
recommended, but not required.

11 BACKGROUND
A. Reason for This Guidance

For historical reasons, some drugs are available in the United States that lack required
FDA approval for marketing. A brief, informal summary description of the various

! This guidance has been prepared by the Center for Drug Evaluation and Research (CDER) at the Food and Drug
Administration.

2 For the purposes of this guidance, the term “commercially used or sold” means that the product has been used in a
business or activity involving retail or wholesale marketing and/or sale.
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categories of these drugs and their regulatory status is provided in Appendix A as general
background for this document. The manufacturers of these drugs have not received FDA
approval to legally market their drugs, nor are the drugs being marketed in accordance
with the OTC drug review. The new drug approval and OTC drug monograph processes
play an essential role in ensuring that all drugs are both safe and effective for their
intended uses. Manufacturers of drugs that lack required approval, including those that
are not marketed in accordance with an OTC drug monograph, have not provided FDA
with evidence demonstrating that their products are safe and effective, and so we have an
interest in taking steps to either encourage the manufacturers of these products to obtain
the required evidence and comply with the approval provisions of the Federal Food,
Drug, and Cosmetic Act (the FD&C Act) or remove the products from the market. We
want to achieve these goals without adversely affecting public health, imposing undue
burdens on consumers, or unnecessarily disrupting the market.

The goals of this guidance are to (1) clarify for FDA personnel and the regulated industry
how we intend to exercise our enforcement discretion regarding unapproved drugs and
(2) emphasize that illegally marketed drugs must obtain FDA approval.

B. Historical Enforcement Approach

FDA estimates that in the United States today perhaps as many as several thousand drug
products are marketed illegally without required FDA approval.® Because we do not
have complete data on illegally marketed products, and because the universe of such
products is constantly changing as products enter and leave the market, we first have to
identify illegally marketed products before we can contemplate enforcement action.
Once an illegally marketed product is identified, taking enforcement action against the
product would typically involve one or more of the following: requesting voluntary
compliance; providing notice of action in a Federal Register notice; issuing an untitled
letter; issuing a Warning Letter; or initiating a seizure, injunction, or other proceeding.
Each of these actions is time-consuming and resource intensive. Recognizing that we are
unable to take action immediately against all of these illegally marketed products and that
we need to make the best use of scarce Agency resources, we have had to prioritize our
enforcement efforts and exercise enforcement discretion with regard to products that
remain on the market.

In general, in recent years, FDA has employed a risk-based enforcement approach with
respect to marketed unapproved drugs. This approach includes efforts to identify
illegally marketed drugs, prioritization of those drugs according to potential public health
concerns or other impacts on the public health, and subsequent regulatory follow-up.
Some of the specific actions the Agency has taken have been precipitated by evidence of
safety or effectiveness problems that has either come to our attention during inspections
or been brought to our attention by outside sources.

® This rough estimate comprises several hundred drugs (different active ingredients) in various strengths,
combinations, and dosage forms from multiple distributors and repackagers.
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I11.  FDA’S ENFORCEMENT POLICY

In the discussion that follows, we intend to clarify our approach to prioritizing our enforcement
actions and exercising our enforcement discretion with regard to unapproved, illegally marketed
drug products.

The enforcement priorities and potential exercise of enforcement discretion discussed in this
guidance apply only to unapproved drug products that are being commercially used or sold as of
September 19, 2011. All unapproved drugs introduced onto the market after that date are subject
to immediate enforcement action at any time, without prior notice and without regard to the
enforcement priorities set forth below. In light of the notice provided by this guidance, we
believe it is inappropriate to exercise enforcement discretion with respect to unapproved drugs
that a company (including a manufacturer or distributor) begins marketing after September 19,
2011.

For unapproved drugs commercially used or sold as of September 19, 2011, FDA’s enforcement
priorities are described below.

A. Enforcement Priorities

Consistent with our risk-based approach to the regulation of pharmaceuticals, FDA
intends to continue its current policy of giving higher priority to enforcement actions
involving unapproved drug products in the following categories:

Drugs with potential safety risks. Removing potentially unsafe drugs protects the public
from direct and indirect health threats.

Drugs that lack evidence of effectiveness. Removing ineffective drugs protects the
public from using these products in lieu of effective treatments. Depending on the
indication, some ineffective products would, of course, pose safety risks as well.

Health fraud drugs. FDA defines health fraud as "[t]he deceptive promotion,
advertisement, distribution or sale of articles . . . that are represented as being effective to
diagnose, prevent, cure, treat, or mitigate disease (or other conditions), or provide a
beneficial effect on health, but which have not been scientifically proven safe and
effective for such purposes. Such practices may be deliberate or done without adequate
knowledge or understanding of the article” (CPG Sec. 120.500). Of highest priority in
this area are drugs that present a direct risk to health. Indirect health hazards exist if, as a
result of reliance on the product, the consumer is likely to delay or discontinue
appropriate medical treatment. Indirect health hazards will be evaluated for enforcement
action based on section 120.500, Health Fraud - Factors in Considering Regulatory
Action (CPG Sec. 120.500). FDA's health fraud CPG outlines priorities for evaluating
regulatory actions against indirect health hazard products, such as whether the therapeutic
claims are significant, whether there are any scientific data to support the safety and
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effectiveness of the product, and the degree of vulnerability of the prospective user group
(CPG Sec. 120.500).

Drugs that present direct challenges to the new drug approval and OTC drug
monograph systems. The drug approval and OTC drug monograph systems are designed
to avoid the risks associated with potentially unsafe, ineffective, and fraudulent drugs.
The drugs described in the preceding three categories present direct challenges to these
systems, as do unapproved drugs that directly compete with an approved drug, such as
when a company obtains approval of a new drug application (NDA) for a product that
other companies are marketing without approval (see section I11.C, Special
Circumstances — Newly Approved Product). Also included are drugs marketed in
violation of a final and effective OTC drug monograph. Targeting drugs that challenge
the drug approval or OTC drug monograph systems buttresses the integrity of these
systems and makes it more likely that firms will comply with the new drug approval and
monograph requirements, which benefits the public health.

Unapproved new drugs that are also violative of the Act in other ways. The Agency
also intends, in circumstances that it considers appropriate, to continue its policy of
enforcing the preapproval requirements of the FD&C Act against a drug or firm that also
violates another provision of the FD&C Act, even if there are other unapproved versions
of the drug made by other firms on the market. For instance, if a firm that sells an
unapproved new drug also violates current good manufacturing practice (CGMP)
regulations, the Agency is not inclined to limit an enforcement action in that instance to
the CGMP violations. Rather, the Agency may initiate a regulatory action that targets
both the CGMP violation and the violation of section 505 of the FD&C Act (21 U.S.C.
355). This policy efficiently preserves scarce Agency resources by allowing the Agency
to pursue all applicable charges against a drug and/or a firm and avoiding duplicative
action. See United States v. Sage Pharmaceuticals, Inc., 210 F.3d 475, 479-80 (5th Cir.
2000).

Drugs that are reformulated to evade an FDA enforcement action. The Agency is also
aware of instances in which companies that anticipate an FDA enforcement action against
a specific type or formulation of an unapproved product have made formulation changes
to evade that action, but have not brought the product into compliance with the law.
Companies should be aware that the Agency is not inclined to exercise its enforcement
discretion with regard to such products. Factors that the Agency may consider in
determining whether to bring action against the reformulated products include, but are
not limited to, the timing of the change, the addition of an ingredient without adequate
scientific justification (see, for example, 21 CFR 300.50 and 330.10(a)(4)(iv)), the
creation of a new combination that has not previously been marketed, and the claims
made for the new product.

B. Notice of Enforcement Action and Continued Marketing of Unapproved Drugs

FDA is not required to, and generally does not intend to, give special notice that a
drug product may be subject to enforcement action, unless FDA determines that
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notice is necessary or appropriate to protect the public health.* The issuance of this
guidance is intended to provide notice that any product that is being marketed
illegally is subject to FDA enforcement action at any time.®> The only exception to this
policy is, as set forth elsewhere, that generally products subject to an ongoing DESI®
proceeding or ongoing OTC drug monograph proceeding (i.e., an OTC product that is
part of the OTC drug review for which an effective final monograph is not yet in place)
may remain on the market during the pendency of that proceeding’ and any additional
period specifically provided in the proceeding (such as a delay in the effective date of a
final OTC drug monograph).® However, once the relevant DESI or OTC drug
monograph proceeding is completed and any additional grace period specifically
provided in the proceeding has expired, all products that are not in compliance with the
conditions for marketing determined in that proceeding are subject to enforcement action
at any time without further notice (see, for example, 21 CFR 310.6).

FDA intends to evaluate on a case-by-case basis whether justification exists to exercise
enforcement discretion to allow continued marketing for some period of time after FDA
determines that a product is being marketed illegally. In deciding whether to allow such
a grace period,” we may consider the following factors: (1) the effects on the public
health of proceeding immediately to remove the illegal products from the market
(including whether the product is medically necessary and, if so, the ability of legally
marketed products to meet the needs of patients taking the drug); (2) the difficulty
associated with conducting any required studies, preparing and submitting applications,
and obtaining approval of an application; (3) the burden on affected parties of

* For example, in 1997, FDA issued a Federal Register notice declaring all orally administered levothyroxine
sodium products to be new drugs and requiring manufacturers to obtain approved new drug applications (62 FR
43535, August 14, 1997). Nevertheless, FDA gave manufacturers 3 years (later extended to 4 (65 FR 24488, April
26, 2000)) to obtain approved applications and allowed continued marketing without approved new drug
applications because FDA found that levothyroxine sodium products were medically necessary to treat
hypothyroidism and no alternative drug provided an adequate substitute.

> For example, FDA may take action at any time against a product that was originally marketed before 1938, but that
has been changed since 1938 in such a way as to lose its grandfather status (21 U.S.C. 321(p)).

® The Drug Efficacy Study Implementation (DESI) was the process used by FDA to evaluate for effectiveness for
their labeled indications over 3,400 products that were approved only for safety between 1938 and 1962. DESI is
explained more fully in the appendix to this document.

" OTC drugs covered by ongoing OTC drug monograph proceedings may remain on the market as provided in
current enforcement policies. See, for example, CPG sections 450.200 and 450.300 and 21 CFR part 330. This
document does not affect the current enforcement policies for such drugs.

& Sometimes, a final OTC drug monograph may have a delayed effective date or provide for a specific period of time
for marketed drugs to come into compliance with the monograph. At the end of that period, drugs that are not
marketed in accordance with the monograph are subject to enforcement action and the exercise of enforcement
discretion in the same way as any other drug discussed in this CPG.

° For purposes of this guidance, the terms grace period and allow a grace period refer to an exercise of enforcement
discretion by the Agency (i.e., a period of time during which FDA, as a matter of discretion, elects not to initiate a
regulatory action on the ground that an article is an unapproved new drug).
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immediately removing the products from the market; (4) the Agency's available
enforcement resources; and (5) any special circumstances relevant to the particular case
under consideration. However, as stated above, FDA does not intend to apply any such
grace period to an unapproved drug that was introduced onto the market after September
19, 2011.

C. Special Circumstances — Newly Approved Product

Sometimes, a company may obtain approval of an NDA for a product that other
companies are marketing without approval.’® We want to encourage this type of
voluntary compliance with the new drug requirements because it benefits the public
health by increasing the assurance that marketed drug products are safe and effective — it
also reduces the resources that FDA must expend on enforcement. Thus, because they
present a direct challenge to the drug approval system, FDA is more likely to take
enforcement action against remaining unapproved drugs in this kind of situation.
However, we intend to take into account the circumstances once the product is approved
in determining how to exercise our enforcement discretion with regard to the unapproved
products. In exercising enforcement discretion, we intend to balance the need to provide
incentives for voluntary compliance against the implications of enforcement actions on
the marketplace and on consumers who are accustomed to using the marketed products.

When a company obtains approval to market a product that other companies are
marketing without approval, FDA normally intends to allow a grace period of roughly 1
year from the date of approval of the product before it will initiate enforcement action
(e.g., seizure or injunction) against marketed unapproved products of the same type.
However, the grace period provided is expected to vary from this baseline based upon the
following factors: (1) the effects on the public health of proceeding immediately to
remove the illegal products from the market (including whether the product is medically
necessary and, if so, the ability of the holder of the approved application to meet the
needs of patients taking the drug); (2) whether the effort to obtain approval was publicly
disclosed;™ (3) the difficulty associated with conducting any required studies, preparing
and submitting applications, and obtaining approval of an application; (4) the burden on
affected parties of removing the products from the market; (5) the Agency's available
enforcement resources; and (6) any other special circumstances relevant to the particular
case under consideration. To assist in an orderly transition to the approved product(s), in
implementing a grace period, FDA may identify interim dates by which firms should first

19 These may be products that are the same as the approved product or somewhat different, such as products of
different strength.

1 For example, at the Agency’s discretion, we may provide for a shorter grace period if an applicant seeking
approval of a product that other companies are marketing without approval agrees to publication, around the time it
submits the approval application, of a Federal Register notice informing the public that the applicant has submitted
that application. A shortened grace period may also be warranted if the fact of the application is widely known
publicly because of applicant press releases or other public statements. Such a grace period may run from the time
of approval or from the time the applicant has made the public aware of the submission, as the Agency deems
appropriate.
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cease manufacturing unapproved forms of the drug product, and later cease distributing
the unapproved product.

The length of any grace period and the nature of any enforcement action taken by FDA
will be decided on a case-by-case basis. Companies should be aware that a Warning
Letter may not be sent before initiation of enforcement action and should not expect any
grace period that is granted to protect them from the need to leave the market for some
period of time while obtaining approval. Companies marketing unapproved new drugs
should also recognize that, while FDA normally intends to allow a grace period of
roughly 1 year from the date of approval of an unapproved product before it will initiate
enforcement action (e.g., seizure or injunction) against others who are marketing that
unapproved product, it is possible that a substantially shorter grace period would be
provided, depending on the individual facts and circumstances.*?

The shorter the grace period, the more likely it is that the first company to obtain an
approval will have a period of de facto market exclusivity before other products obtain
approval. For example, if FDA provides a 1-year grace period before it takes action to
remove unapproved competitors from the market, and it takes 2 years for a second
application to be approved, the first approved product could have 1 year of market
exclusivity before the onset of competition. If FDA provides for a shorter grace period,
the period of effective exclusivity could be longer. FDA hopes that this period of market
exclusivity will provide an incentive to firms to be the first to obtain approval to market a
previously unapproved drug.*®

D. Regulatory Action Guidance

District offices are encouraged to refer to CDER for review (with copies of labeling) any
unapproved drugs that appear to fall within the enforcement priorities in section I11.A.
Charges that may be brought against unapproved drugs include, but are not limited to,
violations of 21 U.S.C. 355(a) and 352(f)(1) of the FD&C Act. Other charges may also
apply based on, among others, violations of 21 U.S.C. 351(a)(2)(B) (CGMP), 352(a)
(misbranding), or 352(0) (failure to register or list).

12 Firms are reminded that this CPG does not create any right to a grace period; the length of the grace period, if any,
is solely at the discretion of the Agency. For instance, firms should not expect any grace period when the public
health requires immediate removal of a product from the market, or when the Agency has given specific prior notice
in the Federal Register or otherwise that a drug product requires FDA approval.

3 The Agency understands that, under the Act, holders of NDAs must list patents claiming the approved drug
product and that newly approved drug products may, in certain circumstances, be eligible for marketing exclusivity.
Listed patents and marketing exclusivity may delay the approval of competitor products. If FDA believes that an
NDA holder is manipulating these statutory protections to inappropriately delay competition, the Agency will
provide relevant information on the matter to the Federal Trade Commission (FTC). In the past, FDA has provided
information to the FTC regarding patent infringement lawsuits related to pending abbreviated new drug applications
(ANDAS), citizen petitions, and scientific challenges to the approval of competitor drug products.
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APPENDIX

BRIEF HISTORY OF FDA MARKETING APPROVAL REQUIREMENTS AND
CATEGORIES OF DRUGS THAT LACK REQUIRED FDA APPROVAL"Y

Key events in the history of FDA's drug approval regulation and the categories of drugs affected
by these events are described below.

A. 1938 and 1962 Legislation

The original Federal Food and Drugs Act of June 30, 1906, first brought drug regulation under
federal law. That Act prohibited the sale of adulterated or misbranded drugs, but did not require
that drugs be approved by FDA. In 1938, Congress passed the Federal Food, Drug, and
Cosmetic Act (the FD&C Act), which required that new drugs be approved for safety. As
discussed below, the active ingredients of many drugs currently on the market were first
introduced, at least in some form, before 1938. Between 1938 and 1962, if a drug obtained
approval, FDA considered drugs that were identical, related, or similar (IRS) to the approved
drug to be covered by that approval, and allowed those IRS drugs to be marketed without
independent approval. Many manufacturers also introduced drugs onto the market between 1938
and 1962 based on their own conclusion that the products were generally recognized as safe
(GRAS) or based on an opinion from FDA that the products were not new drugs. Between 1938
and 1962, the Agency issued many such opinions, although all were formally revoked in 1968
(see 21 CFR 310.100).

B. DESI

In 1962, Congress amended the Act to require that a new drug also be proven effective, as well
as safe, to obtain FDA approval. This amendment also required FDA to conduct a retrospective
evaluation of the effectiveness of the drug products that FDA had approved as safe between 1938
and 1962 through the new drug approval process.

FDA contracted with the National Academy of Science/National Research Council (NAS/NRC)
to make an initial evaluation of the effectiveness of over 3,400 products that were approved only
for safety between 1938 and 1962. The NAS/NRC created 30 panels of 6 professionals each to
conduct the review, which was broken down into specific drug categories. The NAS/NRC
reports for these drug products were submitted to FDA in the late 1960s and early 1970s. The
Agency reviewed and re-evaluated the findings of each panel and published its findings in
Federal Register notices. FDA’s administrative implementation of the NAS/NRC reports was
called the Drug Efficacy Study Implementation (DESI). DESI covered the 3,400 products
specifically reviewed by the NAS/NRCs as well as the even larger number of IRS products that
entered the market without FDA approval.

1 This brief history document should be viewed as a secondary source. To determine the regulatory status of a
particular drug or category of drugs, the original source documents cited should be consulted.



Contains Nonbinding Recommendations

Because DESI products were covered by approved (pre-1962) applications, the Agency
concluded that, prior to removing products not found effective from the market, it would follow
procedures in the FD&C Act and regulations that apply when an approved new drug application
is withdrawn:

e Allinitial DESI determinations are published in the Federal Register and, if the drug
is found to be less than fully effective, there is an opportunity for a hearing.

e The Agency considers the basis of any hearing request and either grants the hearing
or denies the hearing on summary judgment and publishes its final determination in
the Federal Register.

e If FDA's final determination classifies the drug as effective for its labeled indications,
as required by the FD&C Act, FDA still requires approved applications for continued
marketing of the drug and all drugs IRS to it — NDA supplements for those drugs with
NDAs approved for safety, or new ANDASs or NDAs, as appropriate, for IRS drugs.
DESI-effective drugs that do not obtain approval of the required supplement, ANDA,
or NDA are subject to enforcement action.

e If FDA's final determination classifies the drug as ineffective, the drug and those IRS
to it can no longer be marketed and are subject to enforcement action.

1. Products Subject to Ongoing DESI Proceedings

Some unapproved marketed products are undergoing DESI reviews in which a final
determination regarding efficacy has not yet been made. In addition to the products specifically
reviewed by the NAS/NRC (i.e., those products approved for safety only between 1938 and
1962), this group includes unapproved products identical, related, or similar to those products
specifically reviewed (see 21 CFR 310.6). In virtually all these proceedings, FDA has made an
initial determination that the products lack substantial evidence of effectiveness, and the
manufacturers have requested a hearing on that finding. It is the Agency's longstanding policy
that products subject to an ongoing DESI proceeding may remain on the market during the
pendency of the proceeding. See, e.g., Upjohn Co. v. Finch, 303 F. Supp. 241, 256-61 (W.D.
Mich. 1969).

2. Products Subject to Completed DESI Proceedings

> Products first marketed after a hearing notice is issued with a different formulation than those covered by the
notice are not considered subject to the DESI proceeding. Rather, they need approval prior to marketing. Under
longstanding Agency policies, a firm holding an NDA on a product for which a DESI hearing is pending must
submit a supplement prior to reformulating that product. The changed formulation may not be marketed as a related
product under the pending DESI proceeding; it is a new drug, and it must be approved for safety and efficacy before
it can be legally marketed. See, e.g., “Prescription Drugs Offered for Relief of Symptoms of Cough, Cold, or
Allergy” (DESI 6514), 49 FR 153 (January 3, 1984) (Dimetane and Actifed); “Certain Drugs Containing Antibiotic,
Corticosteroid, and Antifungal Components” (DESI 10826), 50 FR 15227 (April 17, 1985) (Mycolog). See also 21
U.S.C. 356a(c)(2)(A). Similarly, firms without NDAs cannot market new formulations of a drug without first
getting approval of an NDA.

10
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Some unapproved marketed products are subject to already-completed DESI proceedings and
lack required approved applications. This includes a number of products IRS to DESI products
for which approval was withdrawn due to a lack of substantial evidence of effectiveness. This
group also includes a number of products IRS to those DESI products for which FDA made a
final determination that the product is effective, but applications for the IRS products have not
been both submitted and approved as required under the statute and longstanding enforcement
policy (see 21 CFR 310.6). FDA considers all products described in this paragraph to be
marketed illegally.

C. Prescription Drug Wrap-Up

As mentioned above, many drugs came onto the market before 1962 without FDA approvals. Of
these, many claimed to have been marketed prior to 1938 or to be IRS to such a drug. Drugs that
did not have pre-1962 approvals and were not IRS to drugs with pre-1962 approvals were not
subject to DESI. For a period of time, FDA did not take action against these drugs and did not
take action against new unapproved drugs that were IRS to these pre-1962 drugs that entered the
market without approval.

Beginning in 1983, it was discovered that one drug that was IRS to a pre-1962 drug, a high
potency Vitamin E intravenous injection named E-Ferol, was associated with adverse reactions
in about 100 premature infants, 40 of whom died. In November of 1984, in response to this, a
congressional oversight committee issued a report to FDA expressing the committee's concern
regarding the thousands of unapproved drug products in the marketplace.

In response to the E-Ferol tragedy, CDER assessed the number of pre-1962 non-DESI marketed
drug products. To address those drug products, the Agency significantly revised and expanded
CPG section 440.100 to cover all marketed unapproved prescription drugs, not just DESI
products. The program for addressing these marketed unapproved drugs and certain others like
them became known as the Prescription Drug Wrap-Up. Most of the Prescription Drug Wrap-
Up drugs first entered the market before 1938, at least in some form. For the most part, the
Agency had evaluated neither the safety nor the effectiveness of the drugs in the Prescription
Drug Wrap-Up.

A drug that was subject to the Prescription Drug Wrap-Up is marketed illegally, unless the
manufacturer of such a drug can establish that its drug is grandfathered or otherwise not a new
drug.

Under the 1938 grandfather clause (see 21 U.S.C. 321(p)(1)), a drug product that was on the
market prior to passage of the 1938 Act and which contained in its labeling the same
representations concerning the conditions of use as it did prior to passage of that act was not
considered a new drug and therefore was exempt from the requirement of having an approved
new drug application.

Under the 1962 grandfather clause, the FD&C Act exempts a drug from the effectiveness

requirements if its composition and labeling has not changed since 1962 and if, on the day before
the 1962 Amendments became effective, it was (a) used or sold commercially in the United

11
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States, (b) not a new drug as defined by the FD&C Act at that time, and (c) not covered by an
effective application. See Public Law 87-781, section 107 (reprinted following 21 U.S.C.A.
321); see also USV Pharmaceutical Corp. v. Weinberger, 412 U.S. 655, 662-66 (1973).

The two grandfather clauses in the FD&C Act have been construed very narrowly by the courts.
FDA believes that there are very few drugs on the market that are actually entitled to grandfather
status because the drugs currently on the market likely differ from the previous versions in some
respect, such as formulation, dosage or strength, dosage form, route of administration,
indications, or intended patient population. If a firm claims that its product is grandfathered, it is
that firm's burden to prove that assertion. See 21 CFR 314.200(e)(5); see also United States v.
An Article of Drug (Bentex Ulcerine), 469 F.2d 875, 878 (5th Cir. 1972); United States v.
Articles of Drug Consisting of the Following: 5,906 Boxes, 745 F.2d 105, 113 (1st Cir 1984).

Finally, a product would not be considered a new drug if it is generally recognized as safe and
effective (GRAS/GRAE) and has been used to a material extent and for a material time. See 21
U.S.C. 321(p)(1) and (2). As with the grandfather clauses, this has been construed very narrowly
by the courts. See, e.g., Weinberger v. Hynson, Westcott & Dunning, Inc., 412 U.S. 609 (1973);
United States v. 50 Boxes More or Less Etc., 909 F.2d 24, 27-28 (1st Cir. 1990); United States v.
225 Cartons . . . Fiorinal, 871 F.2d 409 (3rd Cir. 1989). See also Letter from Dennis E. Baker,
Associate Commissioner for Regulatory Affairs, FDA, to Gary D. Dolch, Melvin Spigelman, and
Jeffrey A. Staffa, Knoll Pharmaceutical Co. (April 26, 2001) (on file in FDA Docket No. 97N-
0314/CP2) (finding that Synthroid, a levothyroxine sodium product, was not GRAS/GRAE).

As mentioned above, the Agency believes it is not likely that any currently marketed prescription
drug product is grandfathered or is otherwise not a new drug. However, the Agency recognizes
that it is at least theoretically possible. No part of this guidance, including the Appendix, is a
finding as to the legal status of any particular drug product. In light of the strict standards
governing exceptions to the approval process, it would be prudent for firms marketing
unapproved products to carefully assess whether their products meet these standards.

D. New Unapproved Drugs

Some unapproved drugs were first marketed (or changed) after 1962. These drugs are on the
market illegally. Some also may have already been the subject of a formal Agency finding that
they are new drugs. See, e.g., 21 CFR 310.502 (discussing, among other things, controlled/timed
release dosage forms).

E. Over-the-Counter (OTC) Drug Review

Although OTC drugs were originally included in DESI, FDA eventually concluded that this was
not an efficient use of resources. The Agency also was faced with resource challenges because it
was receiving many applications for different OTC drugs for the same indications. Therefore, in
1972, the Agency implemented a process of reviewing OTC drugs through rulemaking by
therapeutic classes (e.g., antacids, antiperspirants, cold remedies). This process involves
convening an advisory panel for each therapeutic class to review data relating to claims and
active ingredients. These panel reports are then published in the Federal Register, and after

12



Contains Nonbinding Recommendations

FDA review, tentative final monographs for the classes of drugs are published. The final step is
the publication of a final monograph for each class, which sets forth the allowable claims,
labeling, and active ingredients for OTC drugs in each class (see, e.g., 21 CFR part 333). Drugs
marketed in accordance with a final monograph are considered to be generally recognized as safe
and effective (GRAS/GRAE) and do not require FDA approval of a marketing application.

Final monographs have been published for the majority of OTC drugs. Tentative final
monographs are in place for virtually all categories of OTC drugs. FDA has also finalized a
number of negative monographs that list therapeutic categories (e.g., OTC daytime sedatives, 21
CFR 310.519) in which no OTC drugs can be marketed without approval. Finally, the Agency
has promulgated a list of active ingredients that cannot be used in OTC drugs without approved
applications because there are inadequate data to establish that they are GRAS/GRAE (e.g.,
phenolphthalein in stimulant laxative products, 21 CFR 310.545(a)(12)(iv)(B)).

OTC drugs covered by ongoing OTC drug monograph proceedings may remain on the market as
provided in current enforcement policies (see, e.g., CPG sections 450.200 and 450.300, and 21
CFR part 330). This document does not affect the current enforcement policies for such drugs.

OTC drugs that need approval, either because their ingredients or claims are not within the scope
of the OTC drug review or because they are not allowed under a final monograph or another
final rule, are illegally marketed. For example, this group would include a product containing an
ingredient determined to be ineffective for a particular indication or one that exceeds the dosage
limit established in the monograph. Such products are new drugs that must be approved by FDA
to be legally marketed.

13
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Executive Summary

e This is the second HELP Committee staff report of the Committee’s investigation into the
nationwide outbreak of fungal meningitis traced to injections of contaminated drugs prepared by the
Massachusetts-based New England Compounding Center. The report is based on a review of more
than 30,000 pages of internal Food and Drug Administration (“FDA”) documents over a six month
period, as well as publicly available documents.

e Drug compounding is a traditional and longstanding activity of pharmacies, and serves an important
role in our health care system. However, over the last 10 to 15 years, a number of large-scale drug
compounding companies have started to produce large batches of high-risk drugs for national sale.

o Despite a scope of operations that makes these companies much more similar to drug manufacturers
than pharmacies, they primarily face oversight similar to a state-licensed community pharmacy,
rather than the more rigorous quality standards governing traditional drug manufacturers.

e The New England Compounding Center (“NECC”) and the co-owned compounding company,
Ameridose, both have lengthy track records of producing drugs of questionable sterility and potency,
and both have been the subject of repeated adverse event reports and consumer complaints.

o The Committee review of FDA documents indicates that, between 2002 and 2012, NECC was
the subject of at least 52 adverse event reports that demonstrate the dangers created by its
hazardous compounding practices. Documented issues include: the failure to ensure the sterility
of equipment and products; the distribution of drugs containing particulate matter; the
manufacture of super-potent and sub-potent drugs; the mislabeling of drugs; inaccurate beyond
use dating; and the illegal distribution of drugs in the absence of patient-specific prescriptions.

o Similarly, internal FDA documents dated between 2007 and 2012 indicate that Ameridose was
the subject of at least 18 adverse event reports, with inspections documenting that Ameridose-
compounded drugs displayed issues relating to sterility, potency, mislabeling, and adulteration.

e Intests of compounded drugs conducted by the FDA in 2001 and 2006, 34 and 33 percent of the
drugs sampled failed one or more standard quality tests.

o FDA documents indicate that, between 2001 and 2011, at least 25 deaths and 36 serious injuries,
including hospitalizations, were linked to large-scale drug compounding companies, including 13
deaths in 2011 alone. These numbers likely understate the actual number of adverse events, as
current law does not require reporting of these events.

e Large-scale drug compounders continue to pose a serious risk to public health. In the eight months
since the NECC-caused meningitis infections, at least 48 compounding companies have been found
to be producing and selling drugs that were contaminated or created in unsafe conditions. Ten drug
compounders have issued national recalls because of concerns about contamination, and 11 drug
compounders have been ordered by state licensing agencies to stop producing some or all drugs.



To reduce the risk to the public health from compounded drug products, it is essential that a clear
statutory framework be enacted — one that requires compounding manufacturers to engage in good
manufacturing practices, to better ensure the drugs produced are sterile and contain the correct
amount of the active pharmaceutical ingredient.



Introduction

Beginning in the summer of 2012, 379 people in 19 states were infected with a rare form of fungal
meningitis.! Fifty-five of those people died.? Rapid epidemiological investigative work by the
Tennessee Department of Health and the Centers for Disease Control and Prevention (“CDCP”) likely
averted additional fatalities.> However, many of those infected continue to suffer debilitating side
effects from the infection and the powerful drugs required to save their lives.* Those effects include loss
of feeling in limbs, nightmare-like hallucinations, intense chronic pain, and the risk of organ failures.’
One woman who received an injection in Michigan stated that she had been hospitalized seven separate
times for a total of 75 days as a result of the infection she contracted.® A Florida woman remained
hospitalized four months after developing meningitis.” Three hundred sixty-two additional cases of
spinal and joint infections have also been documented.? The CDCP has linked those infections to
injections of a fungus-contaminated drug prepared by the New England Compounding Center
(“NECC”), a pharmacy based in Massachusetts.’

The contaminated drug linked to this outbreak was manufactured in large batch doses and distributed
nationally. Neither the FDA nor the state of Massachusetts acted to enjoin the actions of the company.
Because the FDA lacked clear authority over this type of pharmacy, the agency did not act to require the
company to meet the good manufacturing practices or the quality standards that would have better
ensured that the drugs produced were safe. Even in the wake of the NECC outbreak, and despite
increased awareness of the risks posed by pharmacies operating like manufacturers, large-scale drug
compounders continue to pose a serious risk to public health. Since the NECC outbreak, at least 10
separate companies have recalled compounded drugs, and at least 11 companies were ordered to stop
producing some or all drugs.®® Besides NECC and Ameridose, at least 48 other pharmacies have been
found by the FDA or state regulators to be producing and selling drugs that are contaminated, were
created in unsafe conditions, or otherwise violate state licensing requirements.**

What is Drug Compounding and How is it Regulated?

Compounding medicines is a traditional activity of pharmacies and serves an important role in our
health care system. When compounding, the pharmacist alters medicines to adjust the dosing or modify
the form to meet a patient-specific need. For instance, if an infant needs an antibiotic that is normally
produced as a pill, a pharmacist could convert it to a liquid to be taken orally. That traditional
compounding practice, by which a drug is produced in response to an individual prescription, or at most
in small batches based on reasonably anticipated need, is regulated by the states. Drugs that are
manufactured, in contrast, are regulated by the FDA.* Those drugs must be manufactured following
rigorous quality controls to ensure that the drugs are not contaminated and that the dosage of the active
ingredient is correct.

Over the last 10 to 15 years, a number of pharmacies have expanded operations far beyond the
traditional compounding role, at least in part in response to hospital and consumer demand for otherwise
unavailable drugs. Dozens, and possibly hundreds, of these large-scale drug compounding companies
produce large batches of high-risk drugs, including preservative-free steroid injections and triple
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anesthetic creams, for national sale. Some have specialized to become suppliers of commonly used
hospital intravenous (1V) drugs like heparin, oxytocin, hydromorphone, and sodium chloride. Despite a
scope of operations that makes these companies much more similar to drug manufacturers than
pharmacies, they primarily face oversight similar to a state-licensed community pharmacy rather than
the rigorous quality controls Americans would expect. Meanwhile, the FDA has been faced with a lack
of clarity over the scope of its authority and an industry willing to challenge that authority on a regular
basis. There also existed within FDA a bureaucracy hesitant to act on instances of apparent misconduct.

Congress and federal regulators have made previous
efforts to establish an enforceable policy that clearly Over the last 10 to 15 years,
differentiates between traditional pharmacy compounding  dozens, and possibly hundreds, of
and compound drug manufacturing, but those efforts have  |3rge-scale drug compounding
proved to be complicated. Although Congress passed .
legislation designed to delineate these practices in 1997, companies have started to ]

the Supreme Court found certain provisions of this law produce large batches of high-
unenforceable in 2002, and federal circuit courts splitover  risk drugs for national sale.
whether the rest of the law was enforceable.® Also in
2002, the FDA issued a Compliance Policy Guidance
setting forth when it would consider bringing an enforcement action against a compounding pharmacy.*
However, trade associations and individual drug compounding companies continued to initiate
challenges when the FDA sought to bring an enforcement action against large-scale drug compounders.
> These cases further complicated the enforceability of the 1997 law in different parts of the country.

4

Although the FDA was faced with a lack of clarity in the law, and with an industry willing to challenge
its authority on a regular basis, the agency responded poorly to those challenges. Officials responsible
for enforcing the drug compounding guidance appear to have lacked defined inspection criteria and
tracking procedures for building a strong evidentiary record for these cases. These uncertainties
contributed to long delays when cases were brought to the agency Chief Counsel’s office for approval, a
required step before a Warning Letter or an injunction could be issued for a compounding pharmacy.®
At least in actions relating to NECC and its co-owned compounding pharmacy, Ameridose, the Chief
Counsel’s office delayed decisions until the matter was so stale that it was no longer pursued.’” Even
when the agency did issue Warning Letters, as it ultimately did in the case of NECC, the agency’s
promised follow-through to injunction often did not materialize.™®

By 2008, the jurisdictional issues had become so unclear that the agency appeared to be unable to
balance the risk of litigation against the public health risk posed by the large-scale compounders, even
though the agency continued to receive regular reports of serious adverse events, complaints from state
boards of pharmacy, and consumer complaints. The result was an agency that lacked effective internal
guidelines, procedures, and the leadership consensus required to regulate high-risk compounders like
NECC and Ameridose.

In 2009, FDA leadership set out to develop a clear and enforceable policy that reflected the limitations
of the multiple court decisions and the resulting differences in authority in various parts of the country.*®
In the fall of 2012, almost three years later, and despite additional complaints, the agency was finally
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close to issuing that policy through revised Compounding Pharmacy Guidance, when the NECC-linked
fungal meningitis outbreak occurred.®

However, had the FDA successfully implemented the revised guidance, it still would have faced serious
challenges to ensuring that large-scale compounders were producing safe and effective drugs. Even
under the proposed guidance, high-risk compounders would not have been required to register with the
FDA, they would not have been subject to regular inspections (only to inspections following an adverse
event or complaint), and additional rulemakings would have been necessary to define significant terms
in the 1997 law, including what constituted compounding “regularly or in inordinate amounts (as
defined by the Secretary) any drug products that are essentially copies of a commercially available
product.”? It also likely would have had to litigate further to determine which circuit court’s
interpretation of the 1997 law would prevail.

Moreover, although the FDA’s ability to inspect and bring enforcement actions against individual high-
risk compounding operations would have been clarified, it is not clear that the guidance would have led
many of the large-scale drug compounders that were engaged in the equivalent of manufacturing to
improve quality standards. As demonstrated by the continuing safety violations documented over the
past seven months, Congress needs to take action to ensure clear lines of responsibility for oversight of
these companies. Drug compounding companies that are manufacturing batches of drugs in the absence
of a prescription, and shipping those products to states across the country, need to adhere to an
appropriate level of good manufacturing practices as determined by the FDA. These requirements are
the linchpin that ensures that drugs are not contaminated and that the dosage of the active ingredient is
correct.

The Public Health Risk Posed by NECC and Ameridose

As large-scale compounding manufacturers have grown over the last decades, so have concerns about
the quality of the drugs produced by some of those companies. Documents produced to the Committee
indicate that both NECC and co-owned Ameridose have lengthy track records of producing drugs of
questionable sterility and potency, and both were the subject of repeated adverse event reports and
consumer complaints.

NECC

Between 2002 and 2012, NECC was the subject of at least 52 adverse event reports exemplifying the
dangers created by its hazardous compounding practices.?> Also during this time, NECC’s threat to
public health was conclusively established by investigations undertaken by the FDA and state regulators,
both as routine measures and in response to reports of NECC’s unsafe compounding practices.?®
NECC’s unsafe operations were repeatedly highlighted in the complaints of doctors, state boards of
pharmacy, competitors, and consumers, some of whom suffered meningitis-like symptoms after
receiving steroid injections made by NECC.?*

As evidenced by these persistent complaints, NECC’s compounding practices posed a public safety risk
that was both broad in scope and egregious in nature. Among the many issues documented were
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NECC’s failure to ensure the sterility of equipment and products, including the distribution of drugs
containing particulate matter; the manufacture of drugs that were overly strong or not strong enough
(“super-potent” and “sub-potent”); the mislabeling of drugs; the inaccurate use of expiration dates (or
“beyond use dates™); and the illegal distribution of drugs in the absence of patient-specific
prescriptions.®

These deficient and unsafe practices compromised the integrity of a broad range of NECC-compounded
drugs, including steroids administered for pain relief such as betamethasone epidural injections and
methylprednisolone acetate injections; repackaged Avastin, a drug used to treat age-related macular
degeneration; Trypan Blue, a drug used for capsular staining during cataract surgery; methotrexate; and
topical anesthetic creams. Ultimately, these dangerous practices appear to have caused more than 50
patients to suffer serious illnesses, often requiring hospitalization, years in advance of the 2012
meningitis outbreak.”® As previously documented by the Committee, both the FDA and the
Massachusetts Board of Registration in Pharmacy took action against NECC, respectively issuing a
Warning Letter and a Consent Decree, but neither agency moved effectively to enjoin the company from
practices that placed the public health at risk.?’

When the FDA and Massachusetts Board inspectors returned to The New England
NECC in the wake of the 2012 meningitis outbreak, their findings i
only amplified NECC’s long history of unsound practices. The Compounding Center and
inspection demonstrated that NECC failed to comply with sterility the co-owned compounding
procedures outlined in USP <797>, a widely accepted quality company, Ameridose, both
standard f_or smaller-scal_e cqmpounders, and documente_d visible have lengthy track records
black particulate matter in vials of recalled methylprednisolone .
acetate.® Further, the FDA determined that NECC’s environmental ~ Of producing drugs of
monitoring system documented 61 instances between January and questionable sterility and
August 2012 in which bacteria or mold existed in concentrations potency, and both were the
surpassing action-level thresholds.® Additional findings included e
“greenish yellow discoloration” lining one of two autoclaves used to subject of repeated adverse
sterilize various components and equipment; “yellow residue lining ~ €vent reports and consumer
the rear return of Weigh Station 2 Hood and greenish residue lining complaints.

the rear return of Weigh Station 3 Hood” which were used to
“weigh active ingredients and other raw materials”; residual powder in the powder hood; tacky mats,
which were used to prevent potential contaminants from entering the clean room, that were “visibly
soiled with assorted debris”; and a leaking boiler that “created an environment susceptible to
contaminant growth” adjacent to the clean room.*

Ameridose

Although regulators had already documented extensive problems concerning NECC’s compounding
practices, the Massachusetts Board of Registration in Pharmacy approved a license for the owners of
NECC, the Conigliaro family, to open a second compounding company called Ameridose in 2006.*
While NECC primarily manufactured drugs for purchase by pain clinics and physicians, Ameridose

focused on compounding IV mixtures for use by hospitals across the country.
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Between 2006 and 2012, Ameridose grew rapidly and, by the time of the NECC-caused meningitis
crisis, Ameridose-compounded drugs were available to the 3,000 hospital members of Novation, the
largest group purchasing organization in the country, in addition to 22,000 other providers and
facilities.*

Ameridose engaged in many of the same unsafe compounding practices as did NECC. Between 2007
and 2012, Ameridose was the subject of at least 18 adverse event reports, in addition to a report from an
employee-informant, and investigations by both federal and state authorities.*® Findings established that
Ameridose products posed considerable risks arising from issues of sterility, potency, mislabeling,
adulteration, and illegal manufacturing.®* For example, in August 2008, FDA investigators found that
Ameridose products were shipped immediately without waiting for the results of sterility testing; testing
for potency and dose uniformity was not routinely performed; and Ameridose failed to comply with the
requirements of USP <797> in violation of Massachusetts law.*

A subsequent follow-up inspection resulted in sampling of Fentanyl, a drug opioid analgesic that FDA
inspectors noted was already “very potent” at “80x” the potency of morphine in its standard form.*
Testing demonstrated that Ameridose-compounded Fentanyl was concentrated at 118.4 percent the
standard level, leading to a recall of that particular batch of that particular drug.®” Following the 2008
inspections, a Warning Letter was drafted for Ameridose that enumerated many instances of illegal
manufacturing of unapproved, misbranded, and adulterated drug products.®® While the Warning Letter
was tentatively cleared by the FDA’s Office of the Chief Counsel in early March 2009, concerns over a
single sentence delayed final approval for months.*® In September 2009, the Warning Letter was
deemed stale because it had been over a year since the initial inspections, and the letter was never sent.*’

In 2010, an employee-informant of Ameridose described concerns such as the elimination of several
product safety checks and the presence of particulate matter in a batch of Succinylcholine that was
deemed acceptable for distribution.** The informant also related that untrained sales force personnel had
assisted in labeling operations in a clean room, one of the three clean rooms was used despite a positive
test result for mold growth, and employees sanitized areas before taking environmental samples.*?

Following the 2012 meningitis outbreak, FDA investigators documented concerns at the larger-scale
Ameridose that were virtually identical to those they found at the co-owned NECC facility. Among the
issues discovered were failures to guarantee the sterility of drugs and the uniformity of doses, including
findings that batches of drugs were not subjected to sterility testing, and that procedures to prevent
microbiological contamination of sterile drugs were inadequate.”®* Further, FDA investigators found that
Ameridose failed to clean or maintain equipment and utensils sufficiently to prevent contamination,
lacked equipment for adequate control over air pressure, and was infested with vermin.**

The Scope of the Public Health Risk: Beyond NECC and Ameridose

NECC and Ameridose were hardly the only companies engaged in practices that were of serious concern
to the FDA. Between 2004 and 2010, the agency issued at least 46 Warning Letters to compounders
documenting concerns ranging from failure to test drugs for contaminants and potency, to the use of
unjustifiable beyond use dates™ Additionally, between 2001 and 2011, an FDA document compiling
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some of the most serious adverse events related to drug compounding details at least 25 deaths and 36
serious injuries, including hospitalizations, that were linked to large-scale drug compounding
companies, including 13 deaths in 2011 alone.*

In addition, since the NECC outbreak, state boards of pharmacy, the National Association of Boards of
Pharmacy, and the FDA have taken steps to understand and inspect companies engaged in large-scale
drug compounding more effectively. As a result of those efforts, at least 10 companies have issued
recalls for sterile drug products, many in response to documented contamination; at least 11 companies
have been the subject of cease-and-desist orders by state authorities; and lowa has initiated license
revocations against at least five companies.*’

FDA Sampling Documented Risks of Compounding

In an effort to understand better the risks posed by increasingly large drug compounding companies, the
FDA undertook surveys of compounded drugs in 2001 and 2006. In 2001, the FDA purchased products
from 12 companies offering products for sale online, and, in 2006, it collected samples in unannounced
visits to 36 compounding pharmacies.”® The FDA also tested the active ingredients used to compound
the drugs and determined that no underlying active ingredient failed quality testing.*°

Results of FDA Sampling of Compounder- and
Manufacturer-Produced Drugs, 1996-2006

<2%

Compounded Samples 2001 Compounded Samples 2006 Manufacturer Produced Samples
1996-2001

B Unsafe Safe

Results based on following: 2001 - 29 samples; 2006 - 36 samples; manufacturer produced - more than 3,000 samples.

The 2001 survey was based on standard quality testing conducted on compounded drugs, including
sterile injectables, pellet implants, and ophthalmic products.>® Ultimately, the agency was able to
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complete testing on a total of 29 samples.>* Of those, 10 of the samples, or 34 percent, failed one or
more standard quality tests.>* By contrast, in routine FDA samples of drug products from commercial
manufacturers, the analytical testing failure for those drugs has been less than 2 percent.”® When
compared to this failure rate, the failure rate of 34 percent for compounded drugs indicates the need for
better quality controls in most compounding companies. Specifically, the survey found that most of the
samples that failed quality testing contained improper amounts of the active ingredient, and thus were
either super-potent or sub-potent.> In addition, one sterile injectable was found to have an unacceptably
high level of bacterial endotoxins.> The failed products included sterile injectable betamethasone, a
drug which has resulted in meningitis infections on several occasions, and commonly used fertility
drugs, including estradiol.*®

Similarly, the 2006 survey collected samples from unannounced visits to compounding pharmacies from
around the United States.>” Quality testing was completed on 36 samples, all of which were sterile
injectable drugs.®® Of the 36 samples tested, 12, or 33 percent, failed one or more standard quality
tests.”® As in 2001, the survey found that the samples that failed quality testing were either super-potent
or sub-potent.®® Moreover, the test results were not off by small margins; in fact, the samples ranged
from having 67.5 percent to 268.4 percent of the drug potency declared on the product labeling.®* All
tested drug products with the active ingredient of lidocaine and estradiol failed the analysis.®* Since
none of the active pharmaceutical ingredients that went into the final product failed testing, the FDA
concluded that “the analytical failures of the finished drug products were likely related to the
compounding processes at the pharmacies.”® As the FDA concluded, “the fact that nearly one-third
failed analytical testing raises public health concerns.”®

Adverse Events

The gravity of the public health threat posed by large-scale drug
compounders can be better understood by examining some of Between 1988 and 2005, at
the documented adverse events. Between 2001 and 2011, an least 38 deaths and 210
FDA document compiling some gf the m_ost serious adverse injuries were linked to
events related to drug compounding details at least 25 deaths .

and 36 serious injuries, including hospitalizations, that were compounding company drugs
linked to large-scale drug compounding companies, including 13 ~ that were contaminated,
deaths 'in 2011 :fllone.65 As the FDA stated in the memo, “I_3§sed mislabeled or caused lethal

on the information presented..., we feel that there are significant

public health concerns with the compounding of sterile drug overdoses

products.”®®

A separate accounting of adverse events and complaints linked to drug compounding companies
between 1988 and 2005 documents at least 38 deaths and 210 injuries from drugs that were
contaminated, mislabeled, or caused lethal overdoses because they contained more of the active
pharmaceutical ingredient than indicated.®” These 248 tragedies included the deaths of six infants and
children, and at least 18 other children paralyzed, burned, hospitalized, and suffering from other severe
reactions.®® The FDA said that these reports represented only a small percentage of total adverse events
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from compounded drugs.®® There is currently no system in place that requires adverse event reporting or
accurately tracks adverse events to compounded products.

248 Documented Adverse Events Linked Findings Regarding Compounded Drugs
to Compounded Drugs, 1995-2005 Linked to Adverse Events, 1995-2005

Deaths: 38

Other
Problems
(i.e. super-
potent or
toxic): 128

Contaminated:

120

Injuries:
210

The adverse events detailed by the FDA include three 2007 deaths that were associated with
compounded Colchicine from a pharmacy in Texas.” Colchicine, which can be very toxic when given
in high doses, is used to prevent gout attacks (sudden, severe pain in one or more joints) in adults, and to
relieve the pain accompanying gout attacks when they occur. Three patients died after being
administered the drug by injection for back pain.”* Within hours of receiving the injections, the patients
became seriously ill and were taken to local hospitals.”> When the FDA investigated and tested samples
of the compounded product, sample potency varied from 640 percent to 62 percent of the level of
Colchicine declared.”

Last month, on April 15, 2013, the same pharmacy announced a total recall of all lots of all sterile
compounded products.” The company continues to operate under current law as a pharmacy not subject
to good manufacturing practices, and currently manufactures numerous drug products, including
hormones, thyroid and adrenal drugs, and eye drops.

Numerous other examples exist of compounding pharmacies repeatedly failing to meet high-quality safe
and sterile manufacturing practices, including a California pharmacy selling contaminated compounded
cardioplegia solution (used in open-heart surgery) that resulted in severe infections, sepsis, and three
deaths in 2005.” The same compounding pharmacy produced super-potent hydromorphone in 2009,
causing patients to overdose.”® The company continues to operate under current law as a pharmacy not
subject to good manufacturing practices, and it currently operates 25 locations nationwide. During
recent inspections of six of these 25 locations, the FDA found such disturbing problems as potential
potency issues, microorganism contamination, and pests.”’
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Similarly in 2002, several people developed fungal infections and two died after being injected with
methylprednisolone made by a South Carolina pharmacy.” The South Carolina Board of Pharmacy
found the pharmacy unsanitary and its sterilization practices inadequate.”® It suspended the pharmacist’s
license for four years and fined him $10,000. Ultimately, the pharmacy closed.®

Findings of Recent Investigations and Inspections

In the eight months since the NECC-caused meningitis crisis, it has become clear that public health risks
from large-scale drug compounding persist. As a result of increased oversight from state and federal
regulators, at least 48 compounding companies have been found to be producing and selling drugs that
are contaminated, were created in unsafe conditions, or otherwise violate state licensing requirements.®
Ten companies have issued nationwide recalls of drugs compounded at their facilities.®? In at least four
cases, the recall was issued in response to documentation of actual contamination.® Further, 11
compounding pharmacies have been ordered to cease and desist operations, including two of those that
had issued nationwide recalls.®*

In Massachusetts, one compounding pharmacy recalled all of its

; o ; . Adverse events and complaints
sterile products after unidentified particulates were observed in P

five vials of drugs.® After producing a super-potent painkiller linked to drug compounding
that caused two people to be hospitalized last year, the company ~ companies between 1988 and
was already under investigation by state authorities.?® In 2005 account for at least 38

November 2012, the state ordered the company to stop making a deaths and 210 injuries.

generic form of Viagra because it was found to be using
“improper components.”®

A second Massachusetts specialty pharmacy recalled allegedly sterile fertility drugs after a patient
discovered an unknown substance floating in a vial of medication that had been shipped to 2,100
patients in 39 states.®® In February 2013, state health officials issued a cease-and-desist order
prohibiting the company from producing sterile compounded drugs.®

Similarly, in March 2013, a hospital nurse spotted debris floating in a vial of intravenous drugs.®® Tests
confirmed that the debris was a fungus and, consequently, prompted a massive recall by the New Jersey
compounding pharmacy that produced the drugs.** Although the New Jersey Board of Pharmacy has
restricted the company from compounding intravenous drugs, and the state Attorney General is seeking
the revocation of the pharmacy’s license, the company previously manufactured a wide variety of other
sterile drugs, including antibiotics, anesthetics, and pain management medications.”

More recently, in April 2013, a Florida pharmacy recalled all lots of its sterile drug products after an
FDA inspection revealed “black particles of unknown origin” in seven vials of an injectable steroid.”
FDA investigators also found “a cloth-like filament of unknown origin” in one vial of chromium-
chloride injections, an additive used for intravenous nutritional supplements.®* Tests confirmed the
presence of bacteria.®

Six additional companies also have recalled potentially contaminated drugs over the past few months,
spurred by FDA inspections that identified serious quality control deficiencies resulting in the high
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potential for contaminated products.” In addition, the FDA issued “inspectional observations” to 20
other compounding pharmacies that contained findings including inappropriate and/or inadequate
clothing for sterile processing, lack of appropriate air filtration systems, insufficient microbiological
testing, failure to conduct potency testing, and problems related to expiration and beyond use dates.”’

Finally, the lowa Board of Pharmacy has filed charges against at least five companies for violations
including incorrect labeling, noncompliant sterile areas, and improper distribution of drugs.” These
actions are the result of an ongoing series of inspections of all out-of-state pharmacies licensed in lowa,
conducted in partnership with the National Association of Boards of Pharmacy.*® Tennessee and Florida
are both surveying state compounding pharmacies in an effort to regulate these companies more
effectively.’® Other states have also been re-examining their oversight of these entities.

Conclusion

The NECC-linked meningitis crisis occurred against a backdrop of a significant increase in the number
of companies that manufacture large batches of high-risk compounded drugs and market and ship them
nationally. Investigations and sampling studies conducted by the FDA plainly demonstrate that many of
these companies were and are not following good manufacturing standards or meeting other practice
standards. At the same time, the FDA struggled to develop a clear and enforceable policy for these
types of large-scale drug compounders. The agency faced numerous challenges in developing this
policy, including repeated legal challenges to the agency’s attempted enforcement actions against high-
risk compounders, but the agency ultimately never released a workable policy.

Today, eight months after quick work by the Tennessee Department of Health and the CDCP isolated
NECC-produced steroids as the source of the infections, the public health risk from compounded drugs
persists. Some states have engaged in an effort to understand and inspect large-scale compounders
operating in or licensed within their borders more effectively, and the FDA has similarly inspected a
number of large compounders closely. That scrutiny has demonstrated the scope of the public health
risk posed by large-scale compounding manufacturers and the need for well-defined lines that
differentiate these companies from traditional pharmacy compounders, providing medicine for
individual patients. To reduce the risk to the public health from compounded drug products, it is
essential that a clear statutory framework be enacted that requires compounding manufacturers to follow
the appropriate good manufacturing practices that will better ensure that the drugs produced are sterile
and contain the correct amount of the active pharmaceutical ingredient.

-12-


http:Pharmacy.99
http:drugs.98
http:dates.97
http:products.96

Endnotes

! CDC, Multi-State Meningitis Outbreak - Current Case Count, May 6, 2013, http://www.cdc.gov/hai/outbreaks/meningitis-
map-large.html, (accessed May 17, 2013).
2

Id

® CDC Testimony before the Senate HELP Committee, Re: The CDC and Public Health Response to the 2012 Fungal
Meningitis and Other Infections Outbreak, November 15, 2012 (“Their [local infectious disease officials, including state
epidemiologists, healthcare associated infection (HAI) prevention coordinators, and others whose positions are directly
supported through CDC’s Epidemiology and Laboratory Capacity (ELC) cooperative agreement and CDC’s Emerging
Infections Program (EIP)] efforts at the state and local level have been extraordinary and in many cases undoubtedly
contributed directly to saving the lives of exposed patients.”).

* CDC, Multi-State Meningitis Outbreak - Current Case Count, May 6, 2013, http://www.cdc.gov/hai/outbreaks/meningitis-
map-large.html, (accessed May 17, 2013).

*E.g., 60 Minutes, “Lethal Medicine Linked to Meningitis Outbreak,” March 10, 2013,
http://www.cbsnews.com/video/watch/?id=50142537n (accessed May 15, 2013); 60 Minutes, “A Painful Road to Recovery,”
March 10, 2013, http://www.cbhsnews.com/video/watch/?id=50142543n (accessed May 15, 2013).

® 60 Minutes, “Lethal Medicine Linked to Meningitis Outbreak,” March 10, 2013,
http://www.cbsnews.com/video/watch/?id=50142537n (accessed May 15, 2013).

" Jodie Tillman, Infection adds mystery to meningitis outbreak, TAMPA BAY TIMES, January 19, 2013, available at
http://www.tampabay.com/news/health/infection-adds-mystery-to-meningitis-outbreak/1271439 (accessed May 20, 2013).

8 CDC, Multi-State Meningitis Outbreak - Current Case Count, May 6, 2013, http://www.cdc.gov/hai/outbreaks/meningitis-
map-large.html, (accessed May 17, 2013).

% CDC Testimony before the Senate HELP Committee, Re: The CDC and Public Health Response to the 2012 Fungal
Meningitis and Other Infections Outbreak, November 15, 2012 (“My remarks today will focus specifically on the
identification of, and subsequent public health response to, the outbreak associated with injections of contaminated
preservative-free methylprednisolone acetate (MPA), an injectable steroid produced by the New England Compounding
Center (NECC).”).

10 See, e.g., lowa Board of Pharmacy, Re: lowa nonresident Pharmacy License of Med Quest Pharmacy, License No 3399,
Statement of Charges & Notice of Hearing, January 16, 2012; lowa Board of Pharmacy, Re: lowa nonresident Pharmacy
License of PharMedium Services LLC, License No 5759, Statement of Charges & Notice of Hearing, January 16, 2012; lowa
Board of Pharmacy, Re: Wholesale Drug License of PharMedium Services LLC, License No 3763, Statement of Charges &
Notice of Hearing, January 16, 2012; lowa Board of Pharmacy, Re: lowa nonresident Pharmacy License of Talon
Compounding Pharmacy, License No 4027, Statement of Charges & Notice of Hearing, January 16, 2012; lowa Board of
Pharmacy, Re: lowa nonresident Pharmacy License of Unique Pharmaceuticals, LTD, License No 3265, Statement of
Charges & Notice of Hearing, January 16, 2012; lowa Board of Pharmacy, Re: lowa nonresident Pharmacy License of
Wedgewood Pharmacy, License No 3577, Statement of Charges & Notice of Hearing, January 16, 2012; Massachusetts
Department of Health and Human Services Press Release, Department of Public Health Announces Update on Unannounced
Pharmacy Inspections, February 05, 2013, available at: http://www.mass.gov/eohhs/gov/newsroom/press-
releases/dph/update-on-unannounced-pharmacy-inspections-announced.html (accessed May 21, 2013); FDA News Release,
FDA alerts health care providers of recall of all sterile drug products by Med Prep Consulting in New Jersey, March 18,
2013, http://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm344314.htm (accessed May 17, 2013); FDA
Recall Firm Press Release, Clinical Specialties Compounding Pharmacy Announces Voluntary Nationwide Recall of All lots
of Sterile Products Repackaged and Distributed by Clinical Specialties Compounding Due to Lack of Sterility Assurance,
March 20, 2013, available at: http://www.fda.gov/Safety/Recalls/ucm344786.htm (accessed May 21, 2013); FDA Recall
Firm Press Release, Green Valley Drugs Announces Voluntary Nationwide Recall of All Lots of All Sterile Products
Compounded, Repackaged, and Distributed by Green Valley Drugs Due to Quality Control Concerns, April 5, 2013,
available at: http://www.fda.gov/Safety/Recalls/ucm347559.htm (accessed May 21, 2013; FDA News Release, FDA issues
alert about lack of sterility assurance of drug products from ApotheCure, Inc. and NuVision Pharmacy and of forthcoming
recall, April 15, 2013, http://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm348093.htm (accessed May 17,
2013); Lena Sun, Balanced Solutions Compounding Pharmacy Recalls Sterile Drug Products, THE WASHINGTON PosT, April
21, 2013, available at http://articles.washingtonpost.com/2013-04-21/national/38717632_1 fda-new-england-compounding-
center-products (accessed May 20, 2013); FDA Recall Firm Press Release, Nora Apothecary & Alternative Therapies
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Announces a Voluntary Multi-State Recall of All Sterile Compounded Products Due to a Lack of Sterility Assurance, April
22,2013, available at: http://www.fda.gov/Safety/Recalls/ucm349040.htm (accessed May 21, 2013); FDA Recall Firm Press
Release, In Cooperation with FDA, The Compounding Shop, LLC Declares a Voluntary Recall of All Lots of Sterile
Compounded Products Due to a Lack of Sterility Assurance Distributed Within its Local Market Area, May 6, 2013,
available at: http://www.fda.gov/Safety/Recalls/ucm351841.htm (accessed May 21, 2013); Letter from FDA to
PharMEDium Services, LLC, Lake Forest Illinois, February 5, 2013; Letter from Foundation Care LLC to FDA, Re:
Foundation Care LLC, Earth City, Missouri (FEIN #3005364771) Response to FDA Form 483 Issued March 19, 2013, April
9, 2013; Letter from IVSolutions of Lubbock to FDA, Re: FDA 483, 1VSolutions of Lubbock, April 2, 2013; Kay Lazar, Lab
Results Expected Soon on Recalled Waltham Pharmacy Fertility Drugs, THE BOSTON GLOBE, February 27, 2013, available at
http://www.bostonglobe.com/lifestyle/health-wellness/2013/02/26/test-results-expected-soon-recalled-fertility-drugs-from-
waltham-pharmacy/6atDVwnAbNrL Sr1EQdHSFJ/story.html (accessed May 16, 2013); Chelsea Conaboy, Recalled Woburn
Compounding Pharmacy Products Were Shipped to 21 States, BosToN.Com, March 27, 2013, available at
http://www.boston.com/whitecoatnotes/2013/03/27/recalled-woburn-compounding-pharmacy-products-were-shipped-
states/hOenagPUFpnVzthgA3PeDO/story.html (accessed May 20, 2013); FDA Inspectional Observations, Form FDA483,
issued to: Custom Compounding Centers, LLC, Los Alamitos, California, December 13, 2012; PharMEDium Services LLC,
Chester, Virginia, December 14, 2012; Central Admixture Pharmacy Services, Inc., Woburn, Massachusetts, January 29,
2013; PharMEDium Services LLC, Poland, Ohio, February 7, 2013; Wedgewood Village Pharmacy, Inc., Swedesboro, New
Jersey, February 11, 2013; Central Admixture Pharmacy Services, Inc., Wallingford, Connecticut, February 19, 2013; Lee
and Company, d/b/a Lee Pharmacy, Inc., Fort Smith, Arkansas, February 21, 2013; Central Admixture Pharmacy Services,
Inc., Chicago, Illinois, February 22, 2013; PharMEDium Services LLC, Cleveland, Mississippi, February 22, 2013; Avella of
Deer Valley, Inc., Phoenix, Arizona, February 25, 2013FDA Inspectional Observations, Form FDA483, issued University
Pharmacy, Inc., Salt Lake City, Utah, February 26, 2013; PharMEDium Services LLC, Sugar Land, Texas, February 27,
2013; JCB Labs LLC, Wichita, Kansas, February 27, 2013; Central Admixture Pharmacy Services, Inc., Kansas City,
Missouri, February 28, 2013; Central Admixture Pharmacy Services, Inc., Livonia, Michigan, February 28, 2013;
PharMEDium Services LLC, Edison, New Jersey, February 28, 2013; Oakdell Pharmacy, Inc., San Antonio, Texas, March 1,
2013; Triangle Compounding, Cary, North Carolina, March 1, 2013; Home Intensive Care Pharmacy, Inc., San Antonio,
Texas, March 1, 2013; PharMEDium Services LLC, Portage, Michigan, March 6, 2013; Central Admixture Pharmacy
Services, Inc., Homewood, Alabama, March 7, 2013; Lowlyn Pharmacies, Inc., Blanchard, Oklahoma, March 8, 2013;
College Pharmacy Incorporated, Colorado Springs, Colorado, March 15, 2013; FVS Holdings, Inc., d/b/a Green Valley
Drugs, Henderson, Nevada, March 15, 2013; Foundation Care LLC, Earth City, Missouri, March 19, 2013; 1V Solutions of
Lubbock [sic], Lubbock, Texas, March 20, 2013; Drugs Are Us, Inc., d/b/a Hopewell Pharmacy, Hopewell, New Jersey,
March 21, 2013; Lowlite Investments, Inc., d/b/a Olympia Pharmacy, Orlando, Florida, March 21, 2013; Medaus, Inc.,
Birmingham, Alabama, March 22, 2013; PharMEDium Services LLC, Memphis, Tennessee, March 22, 2013; Stewart
Compounding Pharmacy, Fayetteville, North Carolina, March 25, 2013; Pentec Health, Inc., Boothwyn, Pennsylvania, April
1, 2013 (hereinafter “Recent Regulatory Actions”).

1 Recent Regulatory Actions, supra 10.

12 Among other requirements, drug manufacturers are subject to a preapproval process that generally requires clinical testing.
Manufacturers must also register with the agency and identify their drug products.

3 Food and Drug Administration Modernization Act of 1997 (FDAMA); Western States Medical Center v. Shalala, 238 F.3d
1090 (9th Cir. 2001); Medical Center Pharmacy v. Mukasey, 536 F.3d 383 (5th Cir. 2008).

Y FDA, Guidance for FDA Staff and Industry, Compliance Policy Guides Manual, Se. 460.200, Pharmacy Compounding,
May 2002.

15 Medical Center Pharmacy v. Mukasey, 536 F.3d 383 (5th Cir. 2008); Wedgewood Village Pharmacy Inc. v. United States,
421 F.3d 263 (3d Cir. 2005); United States v. Franck’s Lab, Inc., 816 F. Supp. 2d 1209 (M.D. Fla. 2011); Medical Center
Pharmacy v. Gonzales, 451 F. Supp. 2d 854 (W.D. Tex. 2006).

® EDA Internal Document, Re: Procedures for Clearing FDA Warning Letters and Untitled Letters, July 2012, available at
http://www.fda.gov/downloads/ICECI/ComplianceManuals/RegulatoryProceduresManual/UCM176965.pdf (accessed May
16, 2013). In 2001, a policy was implemented that required all Warning Letters and untitled letters to be reviewed by the
FDA Chief Counsel’s Office. The policy was revised in 2009, but it continues to require review for a wide range of letters,
including any letter implicating compounding or other controversial legal issues.

" E.g., FDA Internal Email, Re: CMS Quality Control Check, September 1, 2009 (“Ameridose’s Warning Letter (Case 1D
40318) was put on hold due to conflicting court rulings related to Pharmacy Compounding. We are currently not proceeding
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with issuance of this warning letter because it has now been 1 [sic] year since the district’s inspection of the firm. We may in
the future conduct an inspection of this firm, but for now this case is closed.”).

18 See FDA Warning Letter, Re: NWE-06-07W, December 4, 2006.

9 FDA Internal Memorandum, Re: Draft Guidance on Compounding of Human Drugs Under Section 503A of the Federal
Food, Drug, and Cosmetic Act — Compliance Policy Guide, November 1, 2010.

2 EDA Internal Document, Re: Draft Revised Compliance Policy Guide Sec. 460.200, August 15, 2012; FDA Internal
Memorandum, Re: Rationale for 503A Policy and Regulatory Strategy, October 4, 2011.

2L EDA Internal Document, Draft Compounding CPG Announcing Enforcement of Section 503A of the FDCA, October 2,
2012.
22 Untitled Letters from Food and Drug Administration to Chairman Harkin and Ranking Member Enzi, December 6, 2012.
% E.g., Colorado State Board of Pharmacy, Special Report, Re: New England Compounding Pharmacy, Inc. (WHO 7832),
July 20, 2012; FDA Warning Letter to NECC, December 4, 2006; Massachusetts Board of Registration in Pharmacy,
2C40nsent Agreement re: Docket No. DS-03-055, PH-03-066.
=1g
%6 Untitled Letters from Food and Drug Administration to Chairman Harkin and Ranking Member Enzi, December 6, 2012.
" EDA Warning Letter to NECC, December 4, 2006; Massachusetts Board of Registration in Pharmacy, Consent Agreement
re: Docket No. DS-03-055, PH-03-066; Massachusetts Board of Registration in Pharmacy, Consent Agreement re: Docket No.
DS-03-055, PH-03-066.
8 EDA Inspectional Observations, Form FDA483, issued to Barry Cadden, Owner, New England Compounding Pharmacy,
Inc., d/b/a New England Compounding Center, October 26, 2012; Massachusetts Board of Registration in Pharmacy Report,
NECC Preliminary Investigation Findings, October 23,
2012, at 4.
# EDA Inspectional Observations, Form FDA483, issued to Barry Cadden, Owner, New England Compounding Pharmacy,
;gc., d/b/a New England Compounding Center, October 26, 2012.

Id.
1 Ameridose, LLC, Application for a New Store — 50 Fountain Street, 2006.
% See Todd Wallack, Ameridose faced previous safety questions, BosSTON GLOBE, October 10, 2012, available at
http://www.boston.com/news/local/massachusetts/2012/10/11/ameridose-faced-previous-safety-
questions/9k181p8FOEUOKG5X9rnZoM/story.html (accessed May 17, 2013). In June 2012, prior to the NECC outbreak,
Novation announced that it would sever its agreement with Ameridose after the company failed an audit. During that audit,
Novation found that Ameridose neglected to separate sterile products from non-sterile objects and lacked sufficient quality
controls, though the agreement was not officially severed at the time of the NECC-triggered outbreak.
% Untitled Letters from Food and Drug Administration to Chairman Harkin and Ranking Member Enzi, December 6, 2012;
FDA Consumer Complaint/Injury Report, Re: Complaint #115569, July 13, 2010.
* FDA Inspectional Observations, Form FDA483, issued to Gary Conigliaro, General Manager, Ameridose, LLC, August 6,
2008.
* FDA Internal Memorandum, Re: Warning Letter Recommendation, October 6, 2008; FDA Establishment Inspection
Report, Ameridose, LLC, August 22, 2008; FDA Inspectional Observations, Form FDA483, issued to Gary Conigliaro,
General Manager, Ameridose, LLC, August 6, 2008.
zj FDA Internal Email, Re: Ameridose spl 366491, September 10, 2008.

Id.
8 EDA Internal Memorandum, Re: Warning Letter Recommendation, October 6, 2008.
¥ EDA Internal Email, Re: Ameridose LLC, Framingham, MA (FEI 2005881167), December 8, 2009 (“What has happened is
CDER approved the WL. Its [sic] been in OCC for over a year. Its [sic] stuck there.”).
“O EDA Internal Email, Re: CMS Quality Control Check, September 1, 2009 (“Ameridose’s Warning Letter (Case ID 40318)
was put on hold due to conflicting court rulings related to Pharmacy Compounding. We are currently not proceeding with
issuance of this warning letter because it has now been 1 [sic] year since the district’s inspection of the firm. We may in the
future conduct an inspection of this firm, but for now this case is closed.”). See also FDA Internal Email, Re: Compounding
Pharmacy, September 2, 2009 (“...NWE-DO spent a lot of time developing this case last year and having it ‘closed’ for
nebulous reasons is troubling. If you look this up in CMS CDER actually concurred with our rec [sic] back in Feb. [sic]. So,
I’m not sure what happened. This is quite frustrating since | thought we had a good WL. I’ve told our IB [sic] not to bother
inspecting compounding pharmacies if we aren’t going to act on the violations.”).
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*! EDA Internal Memorandum, Re: Memorandum of Telecon, Between [Redacted] at Ameridose and Karen Archdeacon, CO,
NWE-DO, re: GMP Allegations at Ameridose, Westboro, MA, August 13, 2010.
“2 FDA Internal Memorandum, Re: Memorandum of Telecon, Between [Redacted] at Ameridose and Karen Archdeacon, CO,
NWE-DO, re: GMP Allegations at Ameridose, Westboro, MA, July 16, 2010 (“He indicated that personnel from their sales
force were assisting in labeling operations in a clean room. He indicated that they had not been trained to perform such an
operation. ... He indicated that their firm was behind in orders and that this is why they needed additional personnel to assist
in the manufacturing.”; “On 8/5/10, he was aware that one of the 3 clean rooms had a positive result for mold growth. ... He
indicated that the room was used that day and that the managers performed a cleaning of the room in the event. He indicated
that this cleaning was not documented.”; “He also indicated that when they take environmental samples, they clean the area
first before taking the sample.”).
** FDA Inspectional Observations, Form FDA483, issued to Gary Conigliaro, Vice President and General Manager,
ﬁmeridose, LLC, November 9, 2012.

Id.
** FDA Internal Memorandum, Re: Compounding Pharmacies — Enforcement Issues, August 28, 2012.
“ FDA Internal Memorandum, Re: Rationale for 503A Policy and Regulatory Strategy, October 4, 2011.
" Recent Regulatory Actions, supra 10.
“8 EDA Report, Report: Limited FDA Survey of Compounded Drug Products, last updated June 18, 2009, available at
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/PharmacyCompounding/ucm155725.htm (accessed
May 17, 2013); FDA Report, 2006 Limited FDA Survey of Compounded Drug Products, last updated March 22, 2010,
available at http://www.fda.gov/drugs/GuidanceComplianceRegulatorylnformation/PharmacyCompounding/ucm204237.htm
(accessed May 17, 2013). The FDA collected samples of finished compounded product from 36 companies in 2006, though
it visited others that year and collected AP1 samples from some of them.
** EDA Report, 2006 Limited FDA Survey of Compounded Drug Products, last updated March 22, 2010, available at
http://www.fda.gov/drugs/GuidanceComplianceRegulatorylnformation/PharmacyCompounding/ucm204237.htm (accessed
May 17, 2013).
%0 EDA Report, Report: Limited FDA Survey of Compounded Drug Products, last updated June 18, 2009, available at
http://www.fda.gov/Drugs/GuidanceComplianceRegulatorylnformation/PharmacyCompounding/ucm155725.htm (accessed
May 17, 2013).
L d.
%2 1d.
>1d.
*d.
*1d.
%% |d.; FDA Internal Document, Adverse Events Associated With Pharmacy Compounding, September 9, 2005.
" FDA Report, 2006 Limited FDA Survey of Compounded Drug Products, last updated March 22, 2010, available at
http://www.fda.gov/drugs/GuidanceComplianceRegulatorylnformation/PharmacyCompounding/ucm204237.htm (accessed
May 17, 2013).
%1d.
*d.
0 d,
L d.
®21d.
% d.
*1d.
zz FDA Internal Memorandum, Re: Rationale for 503A Policy and Regulatory Strategy, October 4, 2011.

Id.
z; FDA Internal Document, Adverse Events Associated With Pharmacy Compounding, September 9, 2005.
lg
" EDA Internal Document, Appendix I: Compounding Adverse Events from 2001 to 2011; CDC, Deaths from Intravenous
Colchicine Resulting from a Compounding Pharmacy Error --- Oregon and Washington, 2007, October 12, 2007,
ylttp://www.cdc.qov/mmwr/preview/mmwrhtml/mm5640a3.htm (accessed May 17, 2013).

Id.
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Z1d.
™ U.S. Department of Justice, U.S. Files Criminal Charges Against Dallas Company in Connection with Misbranded Drug
Shipment That Led to Three Deaths, Feb. 10, 2012, http://www:.justice.gov/opa/pr/2012/February/12-civ-199.html (accessed
May 17, 2013).
™ EDA News Release, FDA issues alert about lack of sterility assurance of drug products from ApotheCure, Inc. and
NuVision Pharmacy and of forthcoming recall, April 15, 2013,
http://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm348093.htm (accessed May 17, 2013).
"> FDA Internal Document, Appendix I: Compounding Adverse Events from 2001 to 2011.
76

Id.
" Recent Regulatory Actions, supra 10.
® FDA Internal Document, Appendix I: Compounding Adverse Events from 2001 to 2011; David Brown, Previous Fungal
Meningitis Outbreak A Decade Ago Resulted in No Oversight Changes, The Washington Post, November 5, 2012, available
at http://articles.washingtonpost.com/2012-11-05/national/35505699 1 fungal-meningitis-outbreak-patient-specific
(accessed May 20, 2013).
" David Brown, Previous Fungal Meningitis Outbreak A Decade Ago Resulted in No Oversight Changes, The Washington
Post, November 5, 2012, available at http://articles.washingtonpost.com/2012-11-05/national/35505699 1 fungal-
meningitis-outbreak-patient-specific (accessed May 20, 2013).
80

Id.
8 Recent Regulatory Actions, supra 10.
82

Id.
%1d.
4.
8 Chelsea Conaboy, Recalled Woburn Compounding Pharmacy Products Were Shipped to 21 States, BosTON.CoM, March
27, 2013, available at http://www.boston.com/whitecoatnotes/2013/03/27/recalled-woburn-compounding-pharmacy-
products-were-shipped-states/hOenagPUFpnVzthgA3PeDO/story.html (accessed May 20, 2013).
86

Id.
1d.
8 Kay Lazar, Lab Results Expected Soon on Recalled Waltham Pharmacy Fertility Drugs, THE BOSTON GLOBE, February 27,
2013, available at http://www.bostonglobe.com/lifestyle/health-wellness/2013/02/26/test-results-expected-soon-recalled-
fertility-drugs-from-waltham-pharmacy/6atDVwnAbNrLSr1EOdHSFJ/story.html (accessed May 16, 2013).
89

Id.
% EDA Recall — Firm Press Release, Medprep Consulting Inc. Announces Voluntary Nationwide Recall Of All Lots Of All
Compounded Products Due To Potential Mold Contamination, March 17, 2013,
http://www.fda.gov/Safety/Recalls/ucm344229.htm (accessed May 17, 2013); JoNel Aleccia, Nurse Spotted Mold-Tainted
Drugs Right Away, Hospital Says, NBC News, March 19, 2013, available at
http://vitals.nbcnews.com/_news/2013/03/19/17373700-nurse-spotted-mold-tainted-drugs-right-away-hospital-says?lite
(accessed May 20, 2013).
91

Id.
%21d,
% EDA Inspectional Observations, Form FDA483, issued to Axium Healthcare Pharmacy d/b/a Balanced Solutions
Compounding, March 15, 2013, available at
http://www.fda.gov/downloads/AboutFD A/CentersOffices/OfficeofGlobalRegulatoryOperationsandPolicy/ORA/ORAEIlectro
nicReadingRoom/UCM345694.pdf (accessed May 17, 2013).
94

Id.
% |ena Sun, Balanced Solutions Compounding Pharmacy Recalls Sterile Drug Products, THE WASHINGTON PosT, April 21,
2013, available at http://articles.washingtonpost.com/2013-04-21/national/38717632_1 fda-new-england-compounding-
center-products (accessed May 20, 2013).
% Recent Regulatory Actions, supra 10.
97

Id.
%1d.
% see generally Bruce and Joan Buckley, Is Compounding Denial Coma Over, PHARMACY PRACTICE NEWS, February 2013,
available at
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http://www.pharmacypracticenews.com/ViewAurticle.aspx?d=Clinical&d _id=50&i=February+2013&i_id=927&a_id=22501
(accessed May 16, 2013).

1% Florida Department of Health Report, Florida Board of Pharmacy Compounding Survey Report, January 23, 2013,
available at http://www.doh.state.fl.us/mga/pharmacy/info MPCSR.pdf (accessed May 16, 2013); Nate Rau, TN PHARMACY
BOARD LEARNING WIDE SCOPE OF LICENSED COMPOUNDING IN STATE, THE TENNESSEAN, January 17, 2013, available at
http://www.tennessean.com/article/20130117/NEWS07/301170046/TN-pharmacy-board-learning-wide-scope-licensed-
compounding-state (accessed May 16, 2013).
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Compounder sold drugs illegally in
seven states |

By Chelsea Conaboy | GLOBE STAFF MARCH 30, 2013

A Woburn compounding pharmacy that recalled two dozen drugs this week has said it
distributed directly to patients and doctors in up to 21 states, but a Globe review found the -

company lacked the required license to operate as a pharmacy in at least a third of those
states. ‘

The California pharmacy board on Wednesday ordered Pallimed Solutions Inc. to stop
shipping prescription drugs into that state because it had no license. Texas will consider taking
similar action, the pharmacy board director said. State officials in Illinois, Maine, Wiscbnsin,
Vermont, and Virginia — all listed on the distribution list in Pallimed’s recall notice — said the

company was not properly licensed to operate within their borders.

The possibility that the pharmacy was operating in states where it is not licensed points to
continued gaps in the oversight of compounding pharmacies exposed last year when tainted

steroids produced at New England Compounding Center caused a national crisis.

The Framingham pharmacy’s drugs sickened hundreds of people and have been linked to 51

deaths. Regulators have said New England Compounding was acting more like a drug

manufacturer, shipping products in bulk to providers nationwide though it didn’t have a
federal license.

While manufacturers are overseen by the Food and Drug Administration, it is the

responsibility of compounding pharmacies to secure proper licenses for the states in which
they do business.

“It’s easy to see how, given the regulatory structure, these companies can go undetected,”
particularly if they are shipping drugs directly to patients’ homes, said Dr. Michael Carome,
deputy director of the Health Research Group at Public Citizen, a consumer advocacy group.
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preparations that aren’t available off the shelf. Some compounders, including Pallimed and
New England Compounding, specialized in mixing sterile products, which can include

injections, intravenous solutions, and eye drops.

Pallimed announced on Tuesday that it is working with the FDA to recall all sterile
compounded products it has dispensed since Jan. 1, after inspectors found still-unidentified

contaminants in five vials of drugs at the company’s Woburn pharmacy.

Many of the recalled products are injections used to treat erectile dysfunction or other
conditions. No patient injuries or illnesses have been reported as a result of the recall.
Pallimed has said it will continue to make products that don’t require a sterile compounding

process.

The company would not comment this week on how many patients might have received
recalled items, where exactly it shipped its drugs, or where the pharmacy is licensed.

When asked about licensing status, Pallimed spokesman Scott Farmelant said by e-mail that
“patients with out-of-state billing addresses often fill their prescriptions at Pallimed’s
Massachusetts facility.” He declined to explain, citing the ongoing investigation. For the same

reason, state and federal regulators would not comment specifically on the issue.

It is unclear at what scale Pall_i'med, which has a smal] staff and is located in the back of an
office building in West Cummings Park, was operating. The state has said it is looking into

whether the company has stayed within the scope of its Massachusetts license. -

Carmen Catizone, executive director of the National Association of Boards of Pharmacy, said
the system of making pharmacies responsible for securing their state licenses seemed to work
until the fungal meningitis outbreak linked to New England Compounding.

“It wasn’t troubling before, but it is troubling now,” he said. “The whole game has changed.”

His organization is working to build a database of pharmacy profiles, including disciplinary
records, as a free resource for regulators researching a company’s history in other states. The
group has offered to contract with states to inspect out-of-state pharmacies that sell drugs
within their borders.

According to a Globe review of records and interviews with state regulators, Pallimed has
active licenses in eight states, including Massachusetts. In two states on Pallimed’s
distribution list, Georgia and Pennsylvania, representatives said licenses are not required for
out-of-state pharmacies. Pallimed did not show up in licensing databases for several other

states listed in the company recall, but state officials could not be reached for confirmation.
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Massachusetts pharmacy board ordered Pallimed to stop making a generic form of Viagra
because it was using veterinary components to fill human prescriptions. The company also

was cited last year for making a too-potent batch of a painkiller that caused two people to be
hospitalized.

Some officials said the licensing board in a compounding pharmacy’s home state should

compare the facility’s product logs with its licenses to be sure it is complying with basic
regulatory standards.

“Any legitimate pharmacy is going to make sure they have all the proper licenses and
registrations that they need,” said Ronald Klein, a pharmacist and former inspector who is

executive officer of Vermont’s pharmacy board.

Massachusetts wasn’t making routine pharmacy inspections prior to the New England
Compounding case. Governor Deval Patrick’s administration has recently expanded oversight

efforts, ordering surprisé inspections of sterile compounding pharmacies and planning to hire
more staff.

Proposals before state and federal lawmakers could further tighten regulation of the

pharmacies. A federal proposal would require compounders that are acting as manufacturers
to register with the FDA.

Massachusetts is one of just three states that do not require pharmacies located out of state to
be licensed in Massachusetts in order to serve patients here. That means if Pallimed were
based in another state, for example, it could distribute drugs here without a Massachusetts

license. A bill scheduled for a legislative hearing Tuesday would change that.

Kay Lazar of the Globe staff contributed to this report. Chelsea Conaboy can be reached at
cconaboy@boston.com. Follow her on Twitter @cconaboy.

© 2013 THE NEW YORK TIMES COMPANY
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Report: Compoundlng PharmaC|es Go Untracked
(Washn)

April 14, 2013, 8:21 p.m. PDT
The Washington Post News Service

(c) 2013, The Washington Post.

WASHINGTON — State authorities who are supposed to oversee the type of specialized pharmacy
at the heart of last fall's deadly meningitis outbreak lack the most basic information about the
companies they are supposed to regulate, according to a congressional report to be released
Monday.

State boards of pharmacy generally don't know which pharmacies in their state engage in
compounding, the custom mixing of medications for individual patients. Nor do they know how
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much medication they make, how much of it is sterile and whether any products are sold across ainment)
state lines. Only two states, Mississippi and Missouri, routinely track the number of compounding * Health
pharmacies in their states. g/newsﬂash/ heaith

The report, by Rep. Edward Markey, D-Mass., follows up on a state-by-state examination last fall

into safety issues raised when thousands of vials of steroid shots were sent to doctors' offices and
clinics in 23 states by the New England Compounding Center (NECC), based in Framingham, Mass.
Some of the vials were contaminated, and the outbreak killed 53 people and sickened 680 others.

The report's findings include state-by-state information on inspections, record-keeping and other
aspects of compounding oversight. The information further demonstrates that states do not have
the ability to effectively inspect, track or police activities within states or across state lines,
Markey said. :

"In states from coast to coast, compounding pharmacies are going untracked, unregulated and
under-inspected, exposing patients everywhere to tainted drugs, disease and death," he said in a
statement.

Markey and many other Democrats in Congress support legislation to give the Food and Drug
Administration more authority over compounders. That topic is likely to be a focus Tuesday during
a scheduied hearing of a House Energy and Commerce subcommittee.
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Last week, FDA officials released initial results of a targeted inspection of 30 compounding
pharmacies that mix sterile drugs, considered the most high risk because any breakdown in the
process can result in contamination, Federal inspectors found dozens of potentially dangerous
safety problems, including unidentified black particles in vials of sterile solution, rust and mold in
"clean rooms," and workers wearing torn gloves.

Hospitals, clinics and doctor's offices rely on a wide array of medications made by compounding
pharmacies, including antibiotics, painkillers, and labor and delivery drugs, as well as medication
for pets.

Sometimes compounders start with raw materials. Sometimes they repackage finished drugs into
different forms and concentrations.
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But unlike drugs made bﬁ&rmaceuticm companies, compounded drugs are not FDA-approved.
Compounders do not have to meet the same standards as drug companies, even though some
have grown so large that they resemble manufacturing-style operations, producing tens of
thousands of doses and shipping them across state lines, often without individua! prescriptions.

The FDA rarely inspects the facilities, unless the agency is responding to a complaint or a request
from state authorities. State pharmacy boards are the primary regulators, but their oversight and
expertise is uneven.

About a dozen states were considering legislation that would require stricter licensing
requirements for compounders. Maryland and Virginia have passed bills requiring greater scrutiny
of compounders who make sterile drugs.

The Markey report is based on information collected from states last month.
Among the other findings:

The majority of states allow any pharmacy to compound without a specific compounding license or
permit. Forty-seven states and the District of Columbia were unable to provide an exact number
of pharmacies that are authorized to compound. Only Missouri and Mississippi require a license for
basic drug compounding.

Three other states — Arkansas, Maine and Oregon — ask that pharmacies indicate on their initial
license application whether they plan to engage in compounding activities.

None of the states said they track the volume of medications made by compounders or whether
pharmacies sell compounded drugs across state lines.

Thirty-seven state boards of pharmacy do not systematically track which pharmacies make sterile
products. Among _the 13 states that do track are California, Massachusetts and New Jersey.

When issues arise with pharmacies located in other states, state boards do not conéistently inform
each other or the FDA.

As a result, a state may discover a serious problem with the drugs produced by a pharmacy
located in another state, take action to stop that pharmacy from shipping drugs into its state, but
never notify the home state or any other state about the safety problem.

To address this lack of information, the Iowa pharmacy board is inspecting more than 600 out-of-
state pharmacies that ship medications into Iowa, including compounders. The inspections have
led to charges against five compounding pharmacies. The board is accusing the companies of
failing to comply with regulations that require compounders to have prescriptions for specific
patients, among other violations.

Carmen Catizone, executive director of the National Association of Boards of Pharmacy (NABP),
which represents the state regulators and is helping Iowa with its inspections, said the report will
help efforts underway to strengthen state oversight.

"Most of what they found we're already pushing the states to do," he said. "But we welcome any
time we can get some help from Congress to identify these issues.”

The NABP is putting together an electronic database accessible to all state pharmacy boards that
would share detailed information about every pharmacy, including the states where it is licensed,

its products, and any disciplinary action by any state, he said. He hopes to have it ready for the
states by the end of the month and accessible to the public by the end of the summer.

Aaron Davis and Magda Jean-Louis contributed to this report.
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China's economic growth slows
unexpectedly
= Associated Press

China's economic growth slowed in
the first three months of the year,
fueling concern about the strength of
its shaky recovery.

BP manager recalls frustrations before

Gulf rig explosion

o Assaciated Press
A BP team leader who supervised
managers on the oil rig that exploded
in 2010 testified that he was
frustrated by last-minute changes to
the drilling project, but didn't have
any safety concerns before the
deadly blast.

Citigroup beats earnings

- Associated Press
Citigroup says it beat analysts'
estimates and revenue thanks to
strength in its investment banking
business.

More business news

The wave of inspections comes in response
to a deadly fungal meningitis outbreak
linked to contaminated steroids from the
New England Compounding Center, a
Massachusetts pharmacy. The company’s
injections, mainly used to treat back pain,
have been linked to 53 deaths and 733
illnesses since last summer.

Compounding pharmacies are supposed to
mix customized prescriptions based on
individual doctors’ instructions. However,
some pharmacies like the New England
Compounding Center have grown into larger
businesses, supplying bulk quantities of
injectable drugs to hospitals across the
country. J

The FDA has stepped up its oversight of the
pharmacies since the outbreak was
identified in September, but agency officials
say they have been slowed by the complex
overlap of various state and federal laws that
govern the industry. Pharmacies are
licensed and overseen by state pharmacy
boards, though the FDA sometimes
intervenes when major safety issues arise.

In a blog post to the FDA’s website
Thursday, FDA Commissioner Margaret
Hamburg noted that four pharmacies
initially refused to admit the agency’s
inspectors. In two cases the agency had to
return with search warrants and U.S.
marshals to complete the inspections.

“These challenges and others highlight the
need for clearer authorities for FDA to )
efficiently protect public health,” Hamburg
stated.

Hamburg has asked Congress to pass new
laws giving the FDA explicit oversight over
large compounding pharmacies. Under the
proposal, large compounders would have to
register with the FDA and undergo regular
inspections, similar to pharmaceutical
manufacturers.

But the FDA proposal has faced pushback
from some members of Congress,
particularly House Republicans, who have
been investigating whether the FDA could
have prevented the meningitis outbreak
using its existing powers.

The House Energy and Commerce

Subcommittee for Oversight and Investigations will hold its second hearing on the issue next
Tuesday. Hamburg is scheduled to testify, according to committee staffers.
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House Repubhcans fault FDA on meningitis
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‘ By Kimberly Kindy,
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After reviewing 27,000 pages of documents from the Food and Drug Administration,
* Republicans and Democrats came to different conclusions about the agency’s ability to
prevent one of the worst public health crises in American history. '

! Republican members of the House Energy and Commerce Committee said Tuesday that its

. six-month investigation into the FDA’s role in last fall's meningitis outbreak shows the

; agency knew for a decade about serious safety lapses at the specialized pharmacy that made
the tainted drugs but failed to act. ’ :
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“We know now that 53 Americans did not )
need to die,” said the committee chairman, |
Rep. Fred Upton (R-Mich.). “It sickens me
that this could have been avoided.” :
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FDA commissioner Margaret A. Hamburg,
the only person scheduled to testify at the
hearing, was sharply criticized about the
agency’s efforts with the NECC.
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dangerous safety violations.
“I wish we had been more aggressive,” Hamburg told the committee.

“I bet the families who have lost loved ones wish you had acted as well,” said Rep. Renee L.
Ellmers (R-N.C.).

Hamburg told members that although the FDA is being more aggressive now, compounders
are challenging their authority. In two recent instances, compounding pharmacies refused to
give FDA inspectors access to the facility or records, so the agency had to secure warrants,

Hamburg asked for legislation that would require large, manufacturing-style compounding
pharmacies to register with the agency and provide detailed information about the products
they make. She said federal law must also make it clear that they have the right to conduct
inspections, view pharmacy documents and order changes when they identify safety lapses.

The documents show that much of the delay was the result of internal agency debate about
whether and how to proceed, in anticipation of having to defend an enforcement action.

“We are picking at gnats and straining at flies. We should be trying to figure out what are the
. problems,” said Rep. John D. Dingell (D-Mich.). “We are dealing here with an agency that
doesn’t have the authority to do the things they need to do.”

The committee’s majority report from Republicans also criticized the agency for failing to
take action against the NECC's sister company, Ameridose, which was inspected by the
agency in 2007 and 2008 and had to recall a painkiller in 2008 because it was too strong.
The report details numerous complaints the agency received about potential safety problems
with Ameridose’s products but delayed further action.

The majority report also faulted the FDA for failing to share information it had on the NECC
and Ameridose with state regulators. ’

Democrats released their own report that cited internal e-mails and other documents to back
their claims that the Bush administration stymied the FDA’s efforts to send warning letters
to the NECC and that this was partially to blame for the agency’s inaction.

One August 2006 e-mail, written by a director in the FDA’s complaint division to appointees
in the agency’s legal office, said: “I'm very frustrated that we still don’t have a decision from
your office about these warning letters. ... For these letters to still be pending at this late
date, especially given these extraordinary and unusual measures, is troubling,”

Lena H. Sun contributed to this report.
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June 4, 2013
To: Members, Enforcement and Compounding Subcommittee

Subject: Agenda Item Il (c) — Proposed Federal Legislation on Compounding — U.S. Senate
S. 959

On May 22, 2013, the United States Senate Committee on Health Education Labor & Pensions passed
S. 959, the Pharmaceutical Compounding Quality and Accountability Act. Text from the committee’s
press release is below. A copy of S. 959 is attached.

Harkin Statement on HELP Committee Passage of the Pharmaceutical
Compounding Quality and Accountability Act and the Drug Supply Chain
Security Act

Wednesday, May 22, 2013

WASHINGTON—Today, Senator Tom Harkin (D-1A), Chairman of the Senate Health, Education, Labor
and Pensions (HELP) Committee, issued the following statement on the Committee’s passage of S. 959,
the Pharmaceutical Compounding Quality and Accountability Act, and S. 957, the Drug Supply Chain
Security Act.

“l am pleased that the HELP Committee has come together in a bipartisan effort to protect the public
health from tainted and adulterated prescription drugs. These bills will enable Americans to be confident
that the bottles in their medicine cabinet contain exactly what the doctor ordered.

“The Pharmaceutical Compounding Quality and Accountability Act will clarify oversight of pharmaceutical
compounding, leaving traditional pharmacies under the supervision of states, while enabling the U.S.
Food and Drug Administration to regulate compounding manufacturers, companies that make
compounded sterile drugs without prescriptions, and ship them across state lines. This change will grant
FDA the authority it needs to help protect Americans against future tragedies, like the meningitis
outbreak—caused by tainted compound steroid injections—that claimed more than fifty lives in 2012.

“The Drug Supply Chain Security Act will strengthen the FDA's ability to track prescription drugs after they
leave manufacturers, ensuring that they are accounted for at every step. That way, doctors, patients, and
regulators can be sure that their medicines are safe.”

“I plan to work with Senate leadership to bring this bipartisan legislation to the floor for a vote in a timely
manner.”

He#H
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AMENDMENT NO. ' Calendar No.

Purpose: In the nature of a substitute.
IN THE SENATE OF THE UNITED STATES—113th Cong., 1st Sess.
S. 959

A bill to amend the Federal Food, Drug, and Cosmetic
Act with respect to compounding drugs.

Referred to the Committee on and
ordered to be printed

Ordered to lie on the table and to be printed

AMENDMENT IN THE NATURE OF A SUBSTITUTE intended
to be proposed by

Viz:

—t

Strike all after the enacting clause and insert the fol-
lowing:

SECTION 1. SHORT TITLE; REFERENCES IN ACT.

(a) SHORT TITLE.—This Act may be cited as the
“Pharmaceutical Compounding Quality and Account-
ability Act”.

(b) REFERENCES IN ACT.—Except as otherwise spec-

ified, amendments made by this Act to a section or other

O 0 ~1 & Wwm b~ W N

provision of law are amendments to such section or other

—_
O

provision of the Federal Food, Drug, and Cosmetic Act

(21 U.8.C. 301 et seq.).

—_
ok
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SEC. 2. REGULATION OF HUMAN DRUG COMPOUNDING.

(a) CLARIFICATION OF NEW DRUG STATUS.—For
purposes of the Federal Food, Drug and Cosmetic Act (21
U.S.C. 301 et seq.), the term ‘“new drug” (as defined in
section 201(p) of such Act) shall include a ecompounded
human drug.

(b) REGULATION OF Human DruG
COMPOUNDING.—Section 5034 (21 U.S.C. 353a) 1is
amended to read aé follows:

“SEC. 503A. HUMAN DRUG COMPOUNDING.

“(a) SCOPE.—

“(1) COMPOUNDING.—In this section, the terms

‘compounding’ and ‘compound’—

“(A) include—

“(i) the combining, admixing, mixing,
diluting, reconstituting, or otherwise alter-
ing of a marketed drug;

“(i1) compounding a drug from a bulk ®
drug substance; and

“(i11) repackaging; and
“(B) exclude mixing, reconstituting, or

other such aets W1th respect to a marketed drug
that are hmlted to and performed in accordance
with specifie directions for such acts contained
in approved labeling provided by a drug’s man-

ufacturer, when performed based upon a pre-
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scription order for an identified individual pa-

tient.

“(2) ADMINISTRATION NOT A SALE.—In this
section, the terms ‘sell’ or ‘resale’ do not include cir-
cumstances in which a licensed practitioner admin-
isters a drug to a patierit or provides a drug to a
patient who has been instructed to self-administer
the drug, including any fee associated with such ad-
ministration or provision of the drug.

“(3) INAPPLICABILITY TO CERTAIN DRUGS.—

“(A) IN GENERAL.—For purposes of this
section, the activities described in paragraph

(1) shall not be considered ‘compounding’ if

such activities are conducted in whole or in part

with respect to a drug described in subpara-
ograph (B). |
“(B) EXCLUDED DRUGS.—The drugs de-
scribed in this subparagraph are the‘followingi
“(i) Blood and blood components for
transfusion.
“(i1) Medical gases, as defined in sec-
tion 575(2). .
“(4) ANIMAL DRUGS .-F‘(‘)R HUMAN USE.—Noth-

ing in this section shall be construed to permit the
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use of animal drugs in compounding a drug for
human use.
“(b) DEFINITIONS.—In this section:

“(1) COMPOUNDING MANUFACTURER.—

“(A) IN GENERAL.—The term
‘compounding manufacturer’ means a féeility at
one geographic location or address—

“(i) that compounds any sterile drug
without receiving a presecription order for
an identified individual patient for such
sterile  drug  prior to  beginning
compounding, and distribﬁtes or offers to
sell such compounded sterile drug in inter-
state commerce; or

“(i1) that repackages any preservative-
free sterile drug or pools any sterile drugs,
except as provided in paragraph (9)(B).
“(B) EXéLUDED ACTIVITIES.—Notwith- -

standing subparagraph (A)(ii), a facility shall
not be considered a compounding manufacturer
if such facility—

“(1) repackages ;drugs in accordance
with section 506Fﬁ of the final guidance de-
scribed in section 506F(d) once the final

guidance is published; and
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“(i1) does not otherwise meet the defi-
nition of compounding manufacturer under
subparagraph (A).

“(2) COMPOUNDING NUCLEAR PHARMACY.—
The term ‘compounding nuclear pharmacy’ means
an entity that—

“(A) is a State-licensed pharmacy or a

Federal facility;

“(B) holds a license currently in effect

from the Nuclear Regulatory Commission or

- from a State pursuant to an agreement with
such commission under section 274 of the

Atomic Energy Act of 1954; and

“(C) does not compound other drugs that
would cause the entity to be a compounding

manufacturer deseribed in paragraph (1)(A).

“(3) CopY.—The term ‘copy’ means an iden-

--tical or nearly identical version of a drug.

- “(4) PoouLiNG; POOLS.—The terms ‘pooling’
and ‘pool’—

“(A) mean taking a single drug approved
under section 505 (other than a biological prod-
ﬁct) from the contamer in which 1t is distrib-
uted by the original manufacturer and com-

bining it with the same drug from one or more
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other containers without or before further ma-
nipulating the product (such as by diluting it or
mixing it with another, different drug or
drugs);

“(B) do not include combining the drug
from two or more separate containers of the
same drug when a single container of the drug
i1s not sufficient to prepare a dose for adminis-
tration to an individual patient; and

“(C) do not include combining a single
drug from two or more separate containers of
component products of a parenteral nutrition
product, if such pooling, and labeling and use
of the finished parenteral nutrition product,
comply with State pharmacy law.

“(5) PRACTITIONER.—The term ‘practitioner’

mcludes a physician or any other person that is au-

thorized to prescribe medication under State law. -

“(6) RADIOACTIVE DRUG.—The term ‘radio-

active drug’—

“(A) means any substance defined as a
drug in section 201(g)(1) that exhibits sponta-
neous disintegration of unstable nuclei with the
emission of nueclear particles or photons and in-

cludes any nonradioactive reagent kit or nuclide
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regenerator which is intended to be used in the
preparation of any such substance but does not
include drugs such as carbon-containing com-
pounds or potassium-containing salts which .
contain trace quantities of naturally occurring
radionuc]ides; and

“(B) includes a ‘radioactive biological
produect,” which means a biological product
which is labeled with a radionuclide or intended
solely to be labeled with a radionuclide.

“(7) REPACKAGE OR REPACKAGING.—The term

‘repackage’ or ‘repackaging’—

““(A) means taking a drug approved under
section 505 or licensed under section 351 of the
Public Health Service Act from the container in
which it is distributed by the original manufac-

turer and placing it in a different container of

~the same or smaller size without further manip-

ulating the drug (such as by diluting it or mix-
ing it with another, different drug or drugs);
and

“(B) does not include removing the drug
from its original container for immediate ad-
ministration to a patient, such as withdrawing

a drug into a syringe for immediate injection or
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filling a cassette for immediate use within a

drug delivery device.

“(8) STERILE DRUG.—The term ‘sterile drug’
means a drug that is—

“(A) intended for parénteral administra-
tion;

“(B) an ophthalmic or inhalation drug; or

“(C) required to be sterile under Federal
or State law.

“(9) TRADITIONAL COMPOUNDER.—

“(A) IN GENERAL.—The term ‘“traditional
compounder’ means a facility operating pursu-
ant to State law—

“(i) wherein d drug is compounded
by—-

“(I) a licensed pharmacist, in a
State-licensed pharmacy or a licensed
Federal facility; or

“(IT) a Licensed physician;

“(i1) that—

“(I) compounds a drug upon re-
ceipt of a presecription order for an
identified individual patient; or

“(I) compounds a drug in lim-

ited quantities before receipt of a pre-
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scription order for an identified indi-
vidual patient, if such compounding is
based on a history of the licensed
pharmacist or- hicensed physician re-
celving prescription orders for the
compounding of the drug, which or-
ders have been generated solely within
an established relationship between
the licensed pharmacist or licensed
physician and—

“(aa) sﬁch individual patient
for whom the prescription order
will be provided; or

“(bb) the licensed physician
or other licensed practitioner who
will write such prescription order;
and

“(iil) that does not meet the definition
of a compounding manﬁfacturer under
paragraph (1).
“(B) EXGEfTIONS.—

“(i) HOSPITALS AND HEALTH SYS-
TEMS.—A pharmacy within a hospital or
health system shall be considered a tradi-

tional compounder if such pharmacy other-
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1 wise meets the definition under subpara-
2 graph (A) and if, with respect to a drug
3 compounded by such pharmacy, the only
4 activity conducted by the pharmacy is to
5 dispense or administer such drug (which
6 may include interétate shipment) solely to
7 a patient of such hospital or health system.
8 “(ii) HEALTH SYSTEM DEFINED.—
9 For purposes of this subparagraph, the
10 term ‘health system’ means one or more
11 hospitals that are owned and operated by
12 the sa1ﬁe entity and that share access to
13 databases with drug order information for
14 patients. A health system includes the in-
15 patient, outpatient, and ambulatory facili-
16 ties Wholiy owned by the health system.
17 “(¢) ExBMPTIONS FROM CERTAIN REQUIRE-
1& MENTS.—
19 “(1) IN GENERAL.—Except as otherwise pro-
20 vided in paragraphs (2), (3), and (4), a compounded
21 drug shall be subject to all the requirements of this
22 Act applicable to new drugs.
23 “(2) DRUGS COMPOUNDED BY TRADITIONAL
24 COMPOUNDERS.—Sections 501(a)(2)(B), 502(f)(1),
25 and 505 of this Act and section 351 of the Public
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Health Service Act shall not apply to a compounded
drug if such drug—

“(A) is compounded by a' traditional
compounder that is in compliance with this sec-
tion; and

“(B) meets the requirements of this sec-
tion applicable to drugs compounded by Atradi—
tional compounders.

“(3) DRUGS COMPOUNDED BY COMPOUNDING
MANUFACTURERS —Sections 502(f)(1) and 505 of
this Act and section 351 of the Public Health Serv-
ice Act shall not apply to a compounded prescription
drug, if such prescription drug—

“(A) is compounded by a compounding
manufacturer—

“(i) that is not licensed as a phar-
macy in any State; and |

“(i1) that is in compliance with this
section; and

“(B) meets the requirements of this sec-
tion applicable to drugs compounded by
compounding manufacturers.

‘“(4) DRUGS COMPOUNDED BY COMPOUNDING
NUCLEAR PHARMACIES.—Sections 501(a)(2)(B),

502(f)(1), and 505 of this Act and section 351 of
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the Public Health Service Act shall not apply to a

compounded radioactive drug if such drug is com-
pounded—

“(A) by a licensed pharmacist in a
compounding nuclear pharmacy;

“(B) solely using a radioactive drug ap-
proved under section 505 or licensed under sec-
tion 351 of the Public Health Service Act, and
one or more ingredients in compliance with sub-
section (e)(1)(B); and

“(C) in compliance with the United States
Pharmacopoeia  chapters on  pharmacy
compounding.

“(d) DruGgs THAT Mm Not BE COMPOUNDED.—
“(1) In YGENERAL.—The following drugs may
not be compounded:

“(A) DRUGS THAT ARE DEMONSTRABLY

+*DIFFICULT TO COMPOUND.—A drug or category
of drugs that presents demonstrable difficulties
for compounding, which may include a complex
dosage form or biological product, as designated
by the Secretary pursuant to paragraph (2).

“(B) MARKETED DRUGS.—A drug (other
than a biological product) that is a copy of a

marketed drug approved under 505 or a vari-
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ation of such drug compounded from bulk drug

substances, except as provided in paragraph
(3). |

“(C) BIOLOGICAL  PRODUCTS.—A drug
that is a biologieal product, except as provided
in paragraph (4).

“(D) DRUGS SUBJECT TO RISK EVALUA-
TION AND MITIGATION STRATEGY.—A copy or
variation of a drug approved under section 505
or licensed under section 351 of the Public
Health Service Act that is the subject of a risk
evaluation and mitigation strategy approved
with elements to assure safe use pursuant to
section 505-1, except provided in paragraph
(5).

“(E) DRUGS REMOVED FOR SAFETY AND
EFFICACY.—A drug that appears on a list pub-
lished by the Secretary in the Federal Register
of dlug's that have been withdrawn or removed
from the market because such drug or compo-
nents of such drug have been found to be un-
safe or not effective.

“(2) DRUGS THAT ARE DEMONSTRABLY DIF-

FICULT TO COMPOUND.—
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“(A) IN GENERAL.—The Secretary may
promulgate a regulation that designates drugs
or categories of drugs that are demonstrably
difficult to compound that may not be com-
pounded, or that may be compounded only
under conditions specified by the Secretary.
Such regulation may include the designation of
drugs or categories of drugs that are complex
dosage forms or biological products, such as ex-
tended release products, metered dose inhalers,
transdermal patches, and sterile liposomal prod-
ucts.

“(B) INTERIM LIST.—

“(1) IN GENERAL.—Before the effec-
tive date of the regulation promulgated
under subﬁaragraph (A), the Secretary
may designate drugs or eategories‘ of drugs
that present demonstrable difficulties for
compounding, which may include complex
dosage forms or biological products that
cannot be compounded, except under con-
ditions specified by the Secretary, by—

“(I) publishing a notice of such
drugs or categories of drugs proposed

for designation, including the ration-
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ale for such designation, in the Fed-

eral Register;

“(II) providing a period of not
less than 60 days for comment on the
notice; and

“(III) publishing a notice in the
Federal Register designating such
drugs or categories of drugs that can-
not be compounded, including the ra-
tionale for such designation.

“(il) SUNSET.—Any notice provided
under clause (i) shall cease to have force or
effect on the date that is 5 years after .the
date of enactment of the Pharmaceutical
Compounding Quality and Accountability
Act or on the effective date of the final
regulation under subparagraph (A), which-
ever is earlier:

“(C) CONSULTATION  WITH  STAKE-
HOLDERS.—Prior to establishing the lists de-
scribed in this paragraph, the Secretary shall
consult with relevant stakeholders including
pharmacists, professional associations, patient

advocacy groups, manufacturers and physicians
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about the need for the compounded drugs to be
included or excluded from the lists.

“(D) UPDATES TO DIFFICULT TO COM-
POUND LIST.—Five years after the effective
date of the regulation desecribed in subpara-
graph (A), and every 5 years thereafter, the
Secretary shall publish a Federal Register no-
tice seeking public input about the need for the
compounded drugs to be in‘cluded or excluded
from the list described in subparagraph (A).
Nothing in the previous sentence prohibits noti-
fications or submissions before or during any 5-
year period described under such sentence re-
garding the need for the coinpounded drugs to
be included or excluded from the list.

“(3) EXCEPTIONS REGARDING MARKETED

DRUGS.—

“(A) IN GENERAL:=

=A drug (other than a

biological product) that is a copy of a marketed

drug approved under 505, including variations

of such drug compounded from bulk drug sub-
stances, may be compounded only if—

“(1) the compounded variation pro-

duces for the patient a clinical difference

between the compounded drug and such
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marketed drug, as determined by the pre-

scribing practitioner, and, prior to begin-
ning compounding such variation, the tra-
ditional compounder compounding the vari-
ation receives a prescription order for an
1dentified individual patient specifying that
the variation may be compounded; or

“()(I) such marketed drug, at the
time‘ of ecompounding a copy of such drug
and at the time of distribution of the com-
pounded drug, is on the drug shortage list
under section 506K, or in the Secretary’s
sole discretion, has otherwise been identi-
fied by the Secretary as in shortage such
as in a specific region or on a drug short-
age list mamntained by a private party;

CYII)  the facility compounding the
drug notifies the Secretary not later than
3 calendar days after beginning the
compounding; and

“(III) in the case of a compounding
manufacturer, the compounding manufac-
turer has registered under subsection
(2)(2) as an entity that intends to com-

pound pursuant to this paragraph and no-



KER13207

O© o0 N A kWY e

) N N N - — — — et —_ [— — —
gﬁwNHO\OOO\]O\UI-PUJNP—‘O

S.L.C.
18
tifies the Secretary at least 14 days prior

to beginning the compounding.
“(B) Notice wArvER.—The Secretary
‘may waive a notice required undér subpara-

graph (A)(ii)(IL).

“(C) ExcLusioNn.—For purpoées of this
paragraph, repackaging a marketed drug ap-
proved under section 505 does not make the re-
packaged drug a copy of such marketed drug,
unless the repackaged drug is also a marketed
drug approved under section 505.

“(4) EXCEPTIONS REGARDING BIOLOGICAL
PRODUCTS.— |

“(A) IN GENERAL.—A drug that is a vari-
ation of a licensed biological ‘product may be
compounded only if—

“(1)(I) such compounded variation 1s
compounded solely using a licensed biologi-
cal product, or solely using a licensed bio-
logical product and one or more ingredi-
ents 1n bompliance with  subsection
(e)(1)(B); or

“(II) in the case of a licensed aller-
genic product, such variation is com-

pounded solely using one or more licensed
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allergenic produects, or solely using one or
more licensed allergenic products and one
or more ingredients in compliance with
subsection (e)(1)(B);

“(il) such compounded variation pro-
duces for the patient a clinical difference
between such compounded variation and
the licensed biological product, as deter-
mined by—

“(I) the prescribing practitioner

(in the case of a variation com-

pounded by a traditional

compounder); or
“(II) a licensed practitioner re-

sponsible for the patient’s care in a

health care entity that provides med-

ical services through licensed practi-
tioners directly to patients (v the

case of a variation compounded by a

compounding manufacturer);

“(i1) prior to beginning
compounding—

“(I) except as provided in sub-
paragraph  (B), the traditional

compounder receives a prescription
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order for an identified individual pa-
tient specifying that the biological
product may be compounded for an
identified individual patient; or
“(II) the compounding manufac-
turer receives a duly authorized med-
ical order from a health care entity
that provides medical services through
licensed practitioners directly to pa-
tients, specifying that the biological
product may be compounded for an
1dentified patient or patients; and
“(iv) in the case of a radioactive bio-
logical product, the compounded variation -
1s compounded by a compounding nuclear
pharmacy in aceordance with subsection

(b)(2).

“(B) SPECIAL RULE FOR PEDIATRICG:
USES.—A traditional compounder that is a hos-
pital or health system may begin compounding
a drug that is.a variation of a licensed biologi-
cal product prior to receiving a prescription

order as required under subparagraph (A)(iii)
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“(i) such compounded variation is a

diluted or repackaged variation of the li-

censed biological product for emergent use

in pediatric patients; and

“(ii) such compounded variation pro-
duces for the patient a clinical difference
between such compounded variation and
the licensed biological product, as deter-
mined by a licensed practitioner respon-
sible for the patient’s care in the hospital
or health system.

“(C) INAPPLICABILITY.—Clauses (ii) and
(ii1) of subparagraph (A) shall not apply to a
compounded allergenic product.

“(5) REQUIREMENT FOR DRUGS THAT HAVE
RISK EVALUATION AND MITIGATION STRATEGIES.—

“(A) IN GENERAL.—A copy or variation of
a drug approved under section 505 or biological
product licensed under section 351 of the Pub-
lic Health Service Act that is the subject of a
risk evaluation and mitigation strategy ap-
proved with elements to assure safe use pursu-

ant to section 505-1, may be compounded only

if—
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“(i) the entity compounding the copy
or variation receives a prescription order
for an identified individual patient speci-
fying that the drug or biological product
may be compounded; and

“(il) the entity compounding the copy
or variation demonstrates to the Secretary,
prior to beginning eompounding that the
entity will utilize controls that are com-
parable to the controls applicable under
the relevant risk evaluation and mitigation
strategy for the approved drug or licensed
biological product.

“(B) EFFECcT.—Nothing in this paragraph
shall be construed to permit compounding a
copy or variation of a drug other than as per-
mitted in paragraphs (3) and (4).

“(e)*QUALITY OF DRUG INGREDIENTS.—
“(1) Human DRUGS.—A traditional
compounder or a compounding manufacturer shall—

“(A) if compounding a drug from bulk
drug substances (as defined in regulations of
the Secretary published at section 207.3(a)(4)
of title 21, Code of Federal Regulations (or any
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successor regulations)), use only bulk sub-

stances—

“(1) that— .

“(I) comply with the standards of
an applicable United States Pharma-
copoela or National Formulary mono-
graph, if a monograph exists and has
not been identified under paragraph
(2);

“(IT) if such a monograph does
not exist, -are drug substances that
are components of drugs approved by
the Secretary; or

“(III) if such a monograph does
not exist and the drug substance is
not a component of a drug épproved
by the Secretary, that appear on a list
developed by the Secretary through
regulations issued by the Secretary;

“(i1) that are manufactured by an es-

tablishment that is registered under sec-
tion 510 (including a foreign establishment

that is registered under section 510(i));
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“(iii) that are accompanied by wvalid
certificates of analysis for each specific lot
of bulk drug substance;

“(B) use ingredients (other than bulk drug
substances) that comply with the standards of
an applicable United States Pharmacopoeia or
National Formulary monograph, if a mono-
graph exists and has not been identified under
paragraph (2); and

“(C) in the case of a traditional
compounder, comply with the standards of the
United States Pharmacopoeia chapters on phar-
macy compounding. |
“(2) IDENTIFICATION BY SECRETARY.—

“(A) IN GENERAL.—Notwithstanding the
existence of an applicable monograph wunder
subparagraph (A)(1)(I) or (B) of paragraph (1),
the Secretary may identify bulk substances that
the Secretary determines, based on public
health concerns, may not be wused in
compounding a drug.

“(B) PROCEDURE.—In identifying the bulk
substances that may mnot be wused in

compounding, the Secretary shall—




KER13207

O o0 3 O W B~ W N =

10

S.L.C.
25

“(1) publish a notice of such bulk sub-
stances proposed for identification in the
Federal Register;

“(i1) provide a period of not less than
60 days for comment on the notice; and

“(iil) publish a notice in the Federal
Register identifying the bulk substances
that may not be used in compounding a
drug.

“(f) REQUIREMENTS REGARDING WHOLESALING

11 AND LABELING APPLICABLE TO TRADITIONAL

12 COMPOUNDERS AND COMPOUNDING MANUFACTURERS.—

13 A compounded drug—

14
15
16
17

18
19
20
21
22
23
24

“(1) may not be sold by an entity other than
the compounding manufacturer or traditional
compounder that compounded the drug;

“(2) compounded by a compounding manufac-
turer may not be sold to an entity other than a -
health care entity that provides medical services
through licensed practitioners directly to patients, or
a network of such providers, except that a
compounding manufacturer may transfer without
profit a compounded sterile drug to a licensed phar-

macy if—
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“(A) the licensed pharmacy falls under the
same corporate ownership as the compounding
manufacturer; |

“(B) the transfer of such compounded
sterile drug is solely for the purpose of dis-
pensing the compounded sterile drug to the end
user, who has beenA instructed by the pre-
scribing physician to self-administer such com-
pounded sterile drug;

“(C) as of the date of enactment of the
Pharmaceutical Compounding Quality and Ac-
countability Act, the compounding manufac-
turer is an entity that provides pharmacy bene-
fits management services on behalf of a health
benefits plan;

“(D) the compounding manufacturer iden-
tifies itself to the Secretary upon registering
under subsection (2)(2)=as an entity that quali-
fies for the exception under this paragraph, and
provides documentation of the compounding of
such drugs as of the date of enactment of the
Pharmaceutical Compounding Quality and Ac-
countability Act, in a manner described by the

Secretary; and
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“(E) the compounding manufacturer re-

- ceives confirmation from the Secretary that the

compounding manufacturer qualifies for the ex-

- ception under this paragraph and the sterile

drug or drugs for which the exemption applies;"
and

“(3) in the case of a compounded drug offered
for sale, shall be labeled ‘not for resale’.

“(g) OTHER REQUIREMENTS APPLICABLE TO
COMPOUNDING MANUFACTURERS.—

“(1) LICENSED PHARMACIST OVERSIGHT.—A
compounding manufacturer shall ensure that a phar-
macist licensed in the State where the compounding
manufacturer is located exercises direct supervision
over the operations of the compounding manufac-
turer.

“(2) REGISTRATION OF COMPOUNDING MANU-
FACTURERS AND REPORTING OF DRUGS.—

“(A) REGISTRATION OF COMPOUNDING

MANUFACTURERS.—

“(i) ANNUAL REGISTRATION.—During
the period beginning on October 1 and
ending on December 31 each year, each
compounding manufacturer shall register

with the Secretary its name, place of busi-
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ness, and unique facility identifier (which
shall econform to the requirements for the
unique facility identifier established under
section 510), and a point of contact e-mail
address, and shall indicate whether the
compounding manufacturer intends to
compound drug in shortage pursuant to
subsection (d)(3)(A)(ii).

“(ii) NEW COMPOUNDING MANUFAC- |
TURERS.—Each compounding manufac-
turer, upon first engaging in the oper-
ations described inv subsection (b)(1), shall .
immediately register with the Secretary
and provide the inf‘ormation described
under clause (i). The Secretary shall estab-
lish a timeline for registration for the first
year following the effective date of the
Pharmaceutical Compounding-:Quality and
Accountability Act. In no case may reg-
istration be required until at least 60 days
following publication of the timeline in the
Federal Register.

“(111) AVAILABILITY OF REGISTRATION
FOR INSPECTION.—The Secretary shall

make available for inspection, to any per-
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1 son so requesting, any registration filed
2 pursuant to this subparagraph.
3 “(B) DRUG REPORTING BY COMPOUNDING
4 MANUFACTURERS.—

5 “(1) INn . GENERAL.—Each
6 compounding manufacturer who registers
7 with the Secretary under subparagraph (A)
8 shall submit to the Secretary, once during
9 the month of June of each year and once
10 during the month of December of each
11 year, a report— -

12 “(I) identifying thé drugs com-
13 pounded by such compounding manu-
14 facturer during the previous 6-month
15 period; and

16 “(II) with respect to each drug
17 identified under subeclause (I), pro-
18 viding - the - active ingredient,” the
19 source of such active ingredient, the
20 National Drug Code, if available,
21 number of the source drug or bulk ac-
22 tive ingredient, the strength of the ac-
23 tive Ingredient per unit, the dosage
24 form and route of administration, the
25 package description, the number of in-
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dividual units produced, the National

Drug Code number of the final prod-

uct, if assigned, and which conforms

to other applicable requirements iden-
tified by the Secretary in accordance

with clause (11).

“(i1) ForM.—Kach report under
clause (i) shall be prepared in such form
and manner as the Secretary may pre-
seribe by regulation or guidance.

“(111) CONFIDENTIALITY;—Relaorts
submitted pursuant to this subparagraph
shall be exempt from inspection under sub-
paragraph (A)(iii), unless the Secretary
finds that such an exemption would be in-
consistent with the pfotection of the public
health.

“(C) BELECTRONIC REGISTRATION AND RE-<-
PORTING.—Registrations and drug reporting
under this paragraph (including the submission
of updated information) shall be submitted to
the Secretary by electronic means unless the
Secretary grants a request for waiver of such
requirement because use of electronic means is

not reasonable for the person requesting waiver.
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1 “(D) RISK-BASED INSPECTION FRE-
2 QUENCY.—

3 “() INn  GENERAL.—Compounding
4 manufacturers shall be subject to inspec- .
5 tion pursuant to section 704.

6 “(11) RISK-BASED SCHEDULE.—The
7 Secretary, acting through one or more offi-
8 cers or employees duly designated by the
9 Secretary, éhall mspect compounding man-
10 ufacturers desecribed in clause (i) in accord-
11 ance with a risk-based schedule established
12 by the Secretary.

13 “(i1) RISk FAOTORS.—In establishing
14 the risk-based schedule under clause (ii),
15 the Secretary shall inspect compounding
16 manufacturers according to the known
17 safety risks of such compounding manufac-
18 turers, which shall be based on the fol-
19 lowing factors:
20 “(I) The comphance history of
21 the compounding manufacturer. |
22 “(IL) The record, history, and na-
23 ture of recalls linked to the
24 compounding manufacturer.
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“(IIT) The inherent risk of the

drug compounded at the compounding
manufacturer. -

“(IV) The inspection frequency
and history of the compounding man-
ufacturer, including whether the
compounding manufacturer has been
inspected pursuant to section 704
within the last 4 years.

“(V) Whether the compounding
manufacturer has registered under
subsection (g2)(2) as an entity that in-
tends to compound pursuant to sub-
section (d)(3)(A)(3).

“(VI) Any other criteria deemed
necessary and appropriate by the Sec-
retary for purposes of allocating in-
spection resources.

“(3) ADVERSE EVENT REPORTING.—
“(A) DEFINITIONS.—In this paragraph:
“(1) ADVERSE EVENT.—The term ‘ad-
verse event’ means any health-related event
associated with the use of a compounded

drug that is adverse; meluding—
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“(I) an event occurring in the
course of the use of the drug in pro-
fessional practice;

- “(IT) an event occurring from an
overdose of the drug, whether acci- .
dental or intentional;

“(II) an event occurring from
abuse of the drug;

“(IV) an event occurring from
withdrawal of the drug; and

“(V) any failure of expected
pharmacological action of the drug.

“(il) SERIOUS ADVERSE EVENT.—The

term ‘serious adverse event’ means an ad-

verse event that—

“(I) results iIn—

“(aa) death;

“(bb) an-adverse drug event
that places the patient at imme-
diate risk of death from the ad-
verse drug event as it occurred
(not including an adverse drug
event that might have caused
death had it occurred in a more

severe form);
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“(ece) inpatient hospitalizaQ
tion or prolongation of existing
hospitalization;
“(dd) a persistent or signifi-
~cant Incapacity or substantial
disruption of the ability to con-
duet normal life functions; or
“(ee) a congenital anomaly
or birth defect; or
_ “(II) based on appropriate med-
ical judgment, may jeopardize the pa-
tient and may require a medical or .
surgical intervention to prevent an

outeome deseribed in subclause (I).

“(B) REPORTS.—

“(1) ADVERSE EVENT REPORTING RE-

QUIREMENT.—

“()  15-DAY REPORT.—If a
compounding manufacturer becomes
aware of any serious adverse event,
such manufacturer shall submit re-
ports of each instance to the Sec-
retary as soon as practicable, but in
no case later than 15 calendar days

after the initial receipt of the applica-
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ble information. Such manufacturer
shall investigate and submit to the
Secretary followup reports for each
such instance not later than 15 cal-
endar days after receipt of new infor-
mation or as requested by the Seec-
retary. Unless and until the Secretary
establishes the content and format of
adverse event reports by guidance or
regulation, reports shall be submitted
in accordance with the content and
format requirements under section
310.305 of title 21, Code of Federal
Regulations (or any successor regula-
tions) or section 600.80 of title 21,
Code of Federal Regulations (or any
sucecessor regulations).

“(I1) ANNUAL'  REPORT.— -
Compounding manufacturers that re-
port serious adverse events shall sub-
mit in December of each year a nar-
rative summary of any analysis of
each report submitted under subclause
(I), including a history of actions

taken during the year because of each
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report, using the content, format, and
manner established by the Secretary
by guidance or regulation. Until such
time as the Secretary publishes such
guidance or  regulation, each -
compounding manufacturer shall re-
tain such summaries as part of the
records to be maintained in aceord-

ance with subparagraph (C).

“(ii) PRODUCT QUALITY REPORTING
REQUIREMENT.—Not later than 3 calendar
days after the compounding manufacturer
becomes aware of information pertaining
to sterility, stability, or other product qual-
ity concerns that could result in serious
adverse events, the compounding manufac-
turer shall submit to the Secretary a prod-
uct quality report, in a form and manner
established by the Secretary by guidance or
regulation.

“(C) MAINTENANCE OF RECORDS.—A
compounding manufacturer shall maintain for a
period of 10 years records of all serious adverse
drug events known to the compound manufac-

turer in accordance with section 314.80(1) of
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title 21, Code of Federal Regulations (or any
successor regulation), or as otherwise directed
by the Secretary in regulations.
“(4) LABELING OF DRUGS.—

“(A) LABEL.—The label of a drug com-
pounded by a compounding manufaeturer shall
include—

“(1) the statement ‘This 1s a com-
pounded drug.’ or a reasonable comparable
alternative statement (as specified by the
Secretary) that prominently identifies the
drug as a compounded drug;

“(ii) the name, address, and phone
number of the applicable compounding
manufacturer; and

“(iii) with respect to the compounded
drug—

“(I) the lot orbatch number;

“(II) the established name of the
medication;

“(II) the dosage form and
strength;

“(IV) the statement of quantity -

or volume, as appropriate;
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“(V) the date that the drug was

compounded;

“(VI) the expiration date;

“(VII) storage and handling in-
structions;

“(VIID) the National Drug Code
number, if available;

“(IX) the ‘not for resale’ state-
ment as required by subsection (£)(3);
and

“(X) subject to subparagraph
(B)(1), a list of active and mactive in-
gredients, identified by established
name and the quantity or proportion
of each ingredient. |

“(B) CONTAINER.—The container from
which the individual units of a drug com-
pounded by a compounding manufacturer are
removed for dispensing or for administration
(such as a plastic bag containing individual
product syringes) shall include—

“(i) the information described under
subparagraph (A)(@iii)(X), if there is not

space on the label for such information;
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“(ii) the following information to fa-
cilitate adverse event reporting:
www.fda.gov/medwatch and 1-800-FDA-
1088; and

“(iii) the directions for use, including,
as appropriate, dosage and administration.
“(C) ADDITIONAL INFORMATION.—The

label and labeling of a drug compounded by a
compounding manufacturer shall include any
other information as determined necessary and
specified in regulations promulgated by the Sec-

retary.

“(h) COMPOUNDING MANUFACTURER ESTABLISH-

14 MENT AND REINSPECTION FEES.—

15
16
17
18
19
20
21
22
23
24
25

“(1) DEFINITIONS.—In this subsection—

“(A) the term ‘affﬂiate’ has the meaning
given such term in section 735(11);

“(B) the term ‘gross annual sales’ means
the total worldwide gross annual sales, In
United States dollars, for a compounding man-
ufacturer, including the sales of all the affiliates
of the compounding manufacturer; and

“(C) the term ‘reinspection’ means, with
respect to a compounding manufacturer, 1 or

more inspections conducted under section 704
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subsequent to an inspection conducted under
such provision which identified noncompliance
materially related to an applicable requirement
of this Act, specifically to determine whether
compliance has been achieved to the Secretary’s
satisfaction. |

“(2) ESTABLISHMENT AND REINSPECTION

FEES.—

- “(A) IN GENERAL.—For fiscal year 2015
and each subsequent fiscal year, the Secretary
shall, in accordance with this subsection, assess
and collect—

“(1) an annual establishment fee from
each compounding manufacturer; and
“(i1) a reinspection fee from each
compounding manufaeturer subject to a re- .
Inspection in such fiseal year.
“(B) MULTIPLE = REINSPECTIONS.~+A
compounding manufacturer subject to multiple
reinspections in a fiscal year shall be subject to
a reinspectioﬁ fee for each reinspection.

“(3) ESTABLISHMENT AND REINSPECTION FEE

SETTING.—The Secretary shall establish the estab-
lishment and reinspection fee to be collected under

this subsection for each fiscal year, based on the
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methodology described in paragraph (4) and shall
publish such fee in a Federal Register notice not
later than 60 days before the start of each such
year.
“(4) AMOUNT OF ESTABLISHMENT FEE AND -
REINSPECTION FEE.—
“(A) IN GENERAL.—For each
compounding manufacturer in a fiscal year—
“(i) except as provided in subpara-
graph (D), the amount of the annual es-
tablishment fee under paragraph (2) shall
be equal to the sum of—

“(I) $15,000, multiplied by the
inflation adjustment factor described
in subparagraph (B); plus

“(II) the small businéss adjuét-
ment factor described in subpara-
graph (C); and -

“(ii) the amount of any reinspection
fee (if applicable) under paragraph (2)
shall be equal to $15,000, multiplied by
the inflation adjustment factor described n
subparagraph (B).

“(B) INFLATION ADJUSTMENT FACTOR.—



KER13207

O 00 AN B W [\ —

|\ T b T NG R e e e T e e e e T

SL.C.
42

“(i) IN GENERAL.—For fiscal year
2015 and subsequént fiscal years, the fee
amounts established in subparagraph (A)
shall be adjusted by the Secretary by no-
tice, published in the Federal Register, for
a fiscal year by the amount equal to the

sum of—

“(I) one;

“(IT) the average annual percent
change in the cost, per full-time equiv-
alent position of the Food and Drug
Administration, of all personnel com-
pensation and benefits paid with re-
spect to such positions for the first 3
years of the preceding 4 fiscal years,
multiplied by the proportion of per-
sonnel compensation and benefits
costs to total costs of an average full-
time equivalent position of the Food
and Drug Administration for the first
3 years of the preceding 4 fiscal
years; and

“(IIT) the average annual percent
change that occurred in the Consumer

Price Index for urban consumers
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(U.S. City Average; Not Seasonally

Adjusted; All items; Annual Index) for

the first 3 years of the preceding 4

yvears of available data multiplied by

the proportion of all costs other than
personnel compensation and benefits
costs to total costs of an average full-
time equivalent position of the Food
and Drug Administration for the first

3 years of the preceding 4 fiscal

years.

“(11) COMPOUNDED BASIS.—The ad-
justment made each fiscal year under
clause (i) shall be added on a compounded
basis to the sum of all adjustments made
each fiseal year after fiscal year 2014
under clause (i).

- “(C) SMALL BUSINESS ADJUSTMENT FAC-
TOR.—The small business adjustment factor re-
ferred to subparagraph (A)(1)(II) shall be an
amount established by the Secretary for each
fiscal year based on the Secretary’s estimate

of—
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“(1) the number of small businesses
that will pay a reduced establishment fee
for such fiscal year; and

“(i1) the adjustment to the establish-
ment fee nec;essary to achieve total fees
equaling the total fees that the Secretary
would have collected if no entity qualified
for the small business exception in sub-
paragraph (D).

“(D) EXCEPTION FOR SMALL BUSI-

NESSES.—

“(1) IN GENERAL.—In the case of a
compounding manufacturer with gross an-
nual sales.of $1,000,000 or less in the 12
months ending April 1 of the fiscal year
mmediately preceding the fiscal year in
which the fees under this subsection are
assessed, the amount of the establiélnnent
fee under paragraph (2) for a fiscal year
shall be equal to ¥4 of the amount cal-
culated under subparagraph (A)(1)(I) in
such fiscal year. |

“(11) APPLICATION‘.—TO qualify for
the exception under this subparagraph, a

small business shall submit to the See-
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retary a written request for such exception,
in a format specified by the Secretary in
guidance, certifying its gross annual sales
for the 12 months ending April 1 of the
fiscal year immediately preceding the fiscal
year in which fees under this subsection
are assessed. Any such appﬁeation must be
submitted to the Secretary not later than

April 30 for the following fiscal year. Any

statement or representation made to the

Secretary shall be subject to section 1001

of title 18, United States Code.  *

“(B) CREDITING OF FEES.—In estab-
lishing the small business adjustment factor
under subparagraph (C) for a fiscal year, the
Secretary shall provide for the crediting of fees
from the previous year to the next year if the |
Secretary overestimated the amount of the -

- small business adjustment factor for such pre-
vious fiscal year, and consider the need to ac-
count for any adjustment of fees and such other
factors as the Secretary determines appropriate.
“(5) Usk or FEES.—The Secretary shall make

all of the fees collected pursuant to clauses (i) and

(i1) of paragraph (2)(A) available solely to pay for
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the costs of oversight of coﬁpounding manufactur-
ers.

“(6) SUPPLEMENT NOT SUPPLANT.—FKunds re-
ceived by thé Secretary pursuant to this subsection
shall be used to supplement and not supplant any
other Federal funds available to carry out the activi-
ties described in this section.

“(7) CREDITING AND AVAILABILITY OF FEES.—
Fees authorized under this subsection shall be col-
lected and available for obligation only to the extent
and in the amount provided in advance in appropria-
tions Acts. Such fees are authorized to remain avail-
able until expended. Such sums as may be necessary
may be transferred from the Food and Drug Admin-
istration salaries and expenses appropriation account
without fiscal year limitation to such appropriation
account for salaries and expenses with such fiscal
year limitation. The sums+transferred shall be avail-
able solely for the purpose of paying the costs of
oversight of compounding manufacturers.

“(8) COLLECTION OF FEES.—

“(A) ESTABLISHMENT FEE.—A
compounding manufacturer shall remit the es-

tablishment fee due under this subsection in a
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fiscal year when submitting a registration pur-
suant to subsection (g) for such fiscal year.
~ “(B) REINSPECTION FEE.—The Secretary
shall specify in the Federal Register notice de-
scribed in paragraph (3) the manner in which
reinspection fees assessed under this subsection
shall be collected and the timeline for payment
of such fees. Such a fee shall be collected after
ﬂle Secretary has conducted a reinspection of
the compounding manufacturer involved.
“(C) EFFECT OF FAILURE TO PAY FEES.—
“(1) REGISTRATION.—A compounding
manufacturer shall not be considered reg-
istered under subsection (g) in a fiscal year
until the date that the compounding manu-
facturer remits the establishment fee under

this subsection for such fiscal year.

“(i1) MISBRANDING.—AIl drugs manu-

factured, prepared, propagated, com-
pounded, or processed by a compounding
manufacturer for which any establishment
fee or reinspection fee has not been paid as
required by this subsection shall be deemed

misbranded under section 502(ce) until the
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fees owed for such compounding manufac-

turer under this subsection have been paid.

“(D) COLLECTION OF UNPAID FEES.—In

any case where the Secretary does not receive

payment of a fee assessed under this subsection

within 30 days after it is due, such fee shall be

- treated as a claim of the United States Govern-

ment subject to provisions of subchapter II of
chapter 37 of title 31, United States Code.

“(9) ANNUAL REPORT TO CONGRESS.—Not

later than 120 days after each fiscal year in which

fees are assessed and collected under this subsection,
the Secretary shall submit a report to the Com-
mittee on Health Education Labor and ‘Pensions of
the Senate and the Committee on Energy and Com-
merce of the House of Repfesentatives, to include a
description of fees assessed and collected for each
year, a summary description of entities ﬁaying the -
fees, and the number of inspections and reinspec-
tions of such entities performed each year.

“(10) AUTHORIZATION OF APPROPRIATIONS.—
For fiscal year 2015 and each subsequent fiscal
year, there is authorized to be appropriated for fees

under this subsection an amount equivalent to the



KER13207

© 0 41 O L B W N

) 1 J S G S VL S U VIO
cl\fll.;\ig[\)ﬁo\ooo\]oxm-h-wl\;»—ao

S.L.C.
49

total amount of fees assessed for such fiscal year
under this subsection.

“(1) ACTION BY SECRETARY REGARDING CoOM-

PLAINTS FROM STATE BOARDS OF PHARMACY.—

“(1) IDENTIFICATION OF. COMPOUNDING MANU-
FACTURERS.—The Secretary shall encourage States
to identify to the Secretary facilities that are li-
censed by a State as a pharmacy that appear to be
entities that are required to be registered with the
Secretary as a compounding manufacturer.

- “(2) DESIGNATION.—The Secretary shall des-
ignate a point of contact and establish a format and
procedure for a State Board of Pharmacy to notity
the Secretary if it appears to a State Board of Phar-
macy that an entity licensed by a State as a phar-
macy is required to be registeréd with the Secretary
as a compounding manufacturer.

“(3) DETERMINATION.—If the Secretary deter-
mines that such an entity described in paragraph (2)
is required to be registered with the Secretary as a
compounding manufacturer, the Secretafy shall
transmit such determination to the State Board of
Pharmacy in the State in which the entity is located,
and to the State Board of Pharmacy in the notifying:
State, if different, within 15 days of such determina-
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tion and shall make such determination publicly

available on the Internet Web site of the Food and

Drug Administration.

“(4) EFFECT.—The Secretary shall encourage
direct communications between States regarding tra-
ditional compounders. Nothing in this subsection
shall expand the Secretary’s authority over or re-
“sponsibility for traditional compounders.”.

(¢) PROHIBITED AcT.—Section 301 (21 U.S.C. 331)
1s amended—

(1) in subsection (e), by striking “417, 416,
504” and inserting “417, 416, 503A(g), 504”’; and

(2) by adding at the end the following:

“(cee)(1) The resale of a compounded drug that is
labeled ‘not for resale’ as required by section 503A.

“(2) The failure to register in aceordanée with sub-
section (g) of section 503A or the failure to submit a re-
port as required by subsection (g)(2)(B) or (g)(3) of such
section.”.

(d) REPORT BY GAO.—Not later than November 1, -
2016, the Comptroller General of the United States shall
conduct a study and submit to Congress a report on the
safety of animal drug compounding and the availability

of safe and effective drugs for animals.
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SEC. 3. .OTHER REQUIREMENTS RELATING TO

COMPOUNDING MANUFACTURERS.

(a) LABELING.—Section 502 (21 U.S.C. 352) is
amended by adding at the end the following:

“(bb) If it is a compounded drug and (1) the labeling
does mnot include the information as required by sub-
sections (£)(3) and (g)(4) of section 503A, as applicable,
or (2) the labeling or advertising or promotion of such
drug is false or misleading in any particular.

“(ee) If it is a drug, and it was manufactured, pre-
pared, propagated, compounded, or processed by a
compounding manufacturer for which fees have not been
paid as required by section 503A(g).”.

(b) APPLICATION OF INSPECTION REQUIREMENTS TO
COMPOUNDING MANUFACTURERS.—Section 704(a)(2)
(21 U.S.C. 374(a)(2)) is amended by adding at the end
the following flush text:

o The exemption in subparagraph (A) does not apply with - ..

respect to compounding manufacturers (as such term is
defined in seetion 503A).”. |
SEC. 4. IMPLEMENTATION.

(a) CONSULTATION WITH STAKEHOLDERS—In im-
plementing this section, the Secretary of Health and
Human Services shall consult with relevant stakeholders
mncluding pharmacists, professional associations, patient

advocacy groups, manufacturers and physicians.
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(b) REGULATIONS.—In promulgating any regulations
to implement this Act (and the amendments made by this
Act), the Secretary of Health and Human Services shall—

(1) issue a notice of proposed rulemaking that
includes the proposed regulation;

(2) provide a period of not less than 60 days
for comments on the proposed regulation; and

(3) publish the final regulation not more than

18 months following publication of the proposed rule

and not less than 30 days before the effective date

of such final regulation. -
SEC. 5. EFFECTIVE DATE.

This Act (and the amendments made by this Act)

shall take effect on the date that is 1 year after the date

of enactment of this Act.
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June 4, 2013
To: Members, Enforcement and Compounding Committee

Subject: Agenda Item Il (d) — Discussion Regarding USP 797 and the California’s Requirements
for Compounding

For a number of years, California has had its own statutory and regulation requirements for those
pharmacies that compound medication or perform parenteral compounding. Since 2001, again through
legislation as well as through regulations, the board has several times developed additional
requirements to respond to emergent public health or regulatory concerns.

Today, many states rely upon USP 797 components to regulate compounding activities. California
instead relies on its own standards for compounders and sterile compounding.

During this segment of the meeting, the committee will review the components in a crosswalk
comparing the two sets of requirements. This crosswalk has been prepared by the Los Angeles County
Department of Health Services, and is attached.



Sterile Compounding Crosswalk: USP 797 vs. California State Law

USPF97Anformation@xtracted@romiboth@SPEhapterfF97EndEAppendixEl :@Principal@Competencies,onditions,®ractices,BindfualityBAssuranceshatl
areRequiredqt@'shall”)Bind®RecommendeddiF'should”)AnAJSPEhapter®797>F

CaliforniaBtateflaw@xtracted®rom2 013 aliforniallaw@Book®or@®harmacy

USP 797 Topic

USP 797 Description

California State Law

! Compounding Personnel Responsibilities, Training, and Competencies |

Responsibility of
Compounding Personnel

t@Practices@nd@ualityGissurances@equired@oBbrepare,Btore,E@ndR
transport@SPs®hat@reBterile,Bnd&cceptably@ccurate,Bure,BEnda
stable.B

Compounding@ersonnel@re@esponsible@or@nsuring@hatSPsGrel
accurately@dentified,@neasured,@iluted,EndEnixed@End@re@orrectly®
purified,Bterilized,ackaged,Bealed,dabeled,Btored,Rlispensed,Endz
distributed.tTheseBerformanceiesponsibilities@nclude@naintainingf
appropriateXleanliness,@onditionsEind@rovidingabelingBnda
supplementarynstructionsforhe@roperlinicalZiddministration@f
CSPs.[

Allersonnel@vhoiprepareSPsEhallibe@esponsibleor
understanding@®hese@undamental@ractices@nd@recautions,Horf
developingnddmplementing@ppropriate@rocedures,Endfori
continually@valuatinghese@roceduresnd@he@juality®HinalSPsA
toreventtharm.i

1751. Sterile Injectable Compounding; Compounding Area; Self-Assessment
(a)AnyBharmacy@ngagedi@nZompoundingBterilel@njectable@rugl
products@hall@onformEo®he@arametersZind@equirementsBtatedibyBrticle.5E
(Section@ 735 tBeq.),Bpplicablefo@lI@ompounding,BindBhallzlsoRonformEo®hel
parameters@nd@equirementsBtatediby@histArticle{SectionA 751 tBeq.),
applicableBolely®oBterile@njectable@ompounding.?
(c)AnyBharmacyRompounding@BterilednjectableBroduct@Brom@®ne@rEnoredon-
sterile@ngredientsBhall@omply@vithBusinessBind@ProfessionsodeZection@127.7.0

Personnel Training and
Evaluation in Aseptic
Manipulations Skills

t@Pass@idactic,BracticalBkillz@ssessment@ndiEnedia-fillesting?
initially,Hollowed®byGnEnnual@ssessmentor@dow- and@nedium-
riskdevel@ompounding@ndBemi-annualZssessmentorthigh-risk
level@ompounding.?

Risk Levels are Not Specifically Defined in California State Law

1735.7. Training of Compounding Staff

(a)AAny@harmacy@ngaged@n@ompounding@hall@naintain@vrittenl
documentationBufficient®oRlemonstratehat@harmacy@ersonnelthave®heBkillsi
and@raining@equired®o@roperlyGnd@ccurately@erform@heirssignedr
responsibilities@elating@o@ompounding.@

(b)ErheB®harmacyBhall@evelop@ndEnaintainEn®n-going@ompetencyl
evaluation@process@orharmacyiersonnel@nvolvedi@n@ompounding,EndBhall@
maintain@ocumentation®f@ny@nd@lIRraining@elated@o@ompounding@indertaken
by@harmacy@personnel.@

(c)@harmacyiersonnel@ssigned®o@ompounding@uties@hallzl
demonstratefknowledge@boutirocesses@nd@roceduresised@n@ompoundingZnya
drugiproduct.?

1751.3. Sterile Injectable Policies and Procedures.
(a)AAny@harmacy@@ngageddn@ompoundingBterilednjectable@rugiroductsBhall@
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maintain@@vritten@olicyBaind@rocedure@nanual@or@ompounding@hatncludes,dni
additionEoXhe@lements@equiredibyBectionl735.5,@vrittenioliciestand®
procedures@egarding@hedollowing:&

(4)T raining@®fBtaffln®he@preparation@DBterile@njectable@roducts.kl
(d)@harmacies&ompoundingBterile@njectable@roductsFrom@neRrEnoreihon-
sterilefingredients@nustfhave@vritten@oliciestind@rocedures®hat@omply@vith@hel
following:@

(2)RAlIBbersonnelinvolvediEmust@ead@heoliciestand@roceduresibefored
compoundingBterilefnjectable@roducts,@ndEnyzdditions,Eevisions,Eind@eletionst
tohe@vritten@oliciesEndirocedures@nustibe@ommunicated®olli@ersonnel
involvedd@n@terile@ompounding.®

1751.6 Training of Sterile Injectable Compounding Staff, Patient, and Caregiver
(a)EonsultationBhalldbevailable®o®heBatient@nd/orBrimary@aregivers
concerning@broperfise®fBterile@njectable@roducts@nd@elatedBupplies@urnishedd
by®helpharmacy.?
(b)Erhe@®harmacist-in-charge@hallbe@esponsible®o@nsureli@harmacy®
personnel@ngagingn@ompounding&terilelnjectable@rug@roducts@hallthavel
training@nd@emonstrated@ompetencednheBafefhandlingind@ompounding®f
sterilefnjectable@roducts,AncludingytotoxicigentsiftheBharmacy@ompoundsi
products@vithEytotoxicgents.?
(d)erhe@harmacist-in-charge@hallbe@esponsible®o@nsurehel
continuing@ompetence®fbharmacyBersonnel@ngagedd@n@ompoundingBterilel
injectableBroducts.?
(e)@®harmacieshat@ompoundBterileBroductsdromiBne@rEnorethon-
sterilefngredients@nust@omply@vith@heHollowingraining@equirements:&
(1)EThe@pharmacy@nust@stablishEind®ollowE@EvrittenGrogram®fraining@ndrz
performancelvaluation@esigned@o@nsure@hat@ach@erson@orking@n&hel
designated@reathas®hefknowledgeBndBkillsthecessaryRo@perform@heirtssignedd
tasks@roperly.ErhisBbrogram®firaining@nd@erformanceivaluation@nustEddress?
ateast@hedollowing:&
(A) Asepticitechnique.?l
(B)@harmaceutical®alculations@nd@erminology.?
(C)BterileBroduct@ompounding@ocumentation.B
(D)E@uality@ssurancelrocedures.?
(E)AAseptic@reparation@rocedures.
(F)@roper@owning@nd&lovingtechnique.B
(G)®mBeneral@onductin@he@ontrolled@rea.kl
(H)&leaning,Banitizing,Bnd@naintaining@quipment@isedd@nhe®ontrolled?
area.l
(I)Bterilization®echniques.k
(J)Tontainer,®quipment,End&losureBystemBelection.?
(2)EachBerson@ssigned®ohe@ontrolled@rea@nustBuccessfully@ompleteiracticall
skills@raining@nsepticechniqueBnd@septicrea@ractices.Evaluation@Enust
include@vritten@esting@nd@@vritten@rotocol®dfperiodic@outine@erformancel
checks@nvolvingdherence®olsepticrea@oliciesBind@rocedures.@EachBerson’s
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proficiency@nd&ontinuingfrainingfheeds@nustie@eassessed@veryl 2@nonths.kl
Resultsfhese@ssessmentsinustibe@ocumented@nd@etaineddnhefharmacyfor®
three@ears.?

1751.7. Sterile Injectable Compounding Quality Assurance and Process Validation.
(b)Each@ndividual@nvolvedin@helpreparation®f&terilednjectable@roducts@ust?
firstBuccessfully@omplete@@alidationirocessBn@echniqueieforefbeing@llowed?
toprepareBterilenjectable@roducts.EThe@alidation@rocess@hallbeRarried@Dutdnt
theBame@nanner@s@hormal@roduction,@xceptithat@BnEppropriatenicrobiological?
growth@nediums@isedi@nilace®fthectualiroductlised@luringBterilel
preparation.CThe@alidation@rocessBhalltbe@epresentative®falRypesD
manipulations,@roducts@ndbatchBizes®hel@ndividualds@xpected@o@repare.tThel
samebpersonnel,Brocedures,@®Bquipment,Bnd@Enaterials@nustiefnvolved.d
Completed@nediumBamples@Enustiedncubated.AfinicrobialErowthi@s@etected,?
then@heBterile@reparation@rocessinustieRvaluated,@orrectivection®aken,E@ndz
the@alidation@rocessiepeated.®Personnel@ompetency@nustibeevalidateditdeast?
every@welve@nonths,Bvhenever@®he®jualityGssuranceirogram®ieldsEni
unacceptable@esult,Avhen@he@ompounding@rocess@hanges,RBquipmentiiseddn?
the@ompounding@®fBterilenjectable@rug@roductsds@epaired®ri@eplaced,®@hel
facility@s@nodified@n@Enanner@®hat@ffects@irflow@®r@rafficiatterns,Bri@vhenever
improper@septictechniquesire@®bserved.Revalidation@nustibe@ocumented.?

t@ompounding@ersonnel@vhofail@vritten@ests,BrAvhosednedia-fillZ | 1735.8. (d) TheRjualityZssuranceilan@hall@nclude@@vritten@roceduredor
test@ials@esult@n@Eross@nicrobial@olonization,Bhallbe@mmediately® | scheduled@ction@n@®helvent@ny@ompounded@rugkbroductdsver@iscovered@ol
reinstructed@nd@e-evaluatediby@xpert@ompounding@ersonnel@ol | bebelowEninimumBtandardsdorAntegrity,@otency,Buality,®rillabeledBtrength.?
ensure@orrection@®fll@Eseptic@racticeRleficiencies.?
1751.7. Sterile Injectable Compounding Quality Assurance and Process Validation.
(b)a..AfEmicrobial@rowthds@etected,®hen@®heBterileBreparation@rocessEmustier
evaluated,@orrectivefction@aken,BindEhe®alidationrocess@epeated.?

PATIENT OR CAREGIVER t@Multiple@omponent@ormal@raining@rogram@o@nsure@atients State Law only addresses proper use. Storage, handling, and disposal are not
TRAINING and®aregivers@inderstand@heBbroperBtorage,thandling,fise,E@ndEl addressed in California State Law.
disposal®fESPs.l 1751.6 Training of Sterile Injectable Compounding Staff, Patient, and Caregiver

(a)TonsultationBhalltbeRvailableRoRhe@atient@nd/orBrimaryaregiverd
concerning@roper@ise®fBterile@njectableBroductsindelatedBuppliesfurnished®
by&heBbharmacy.@
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Personnel Cleansing And t@PersonnelBhall@lsofbe@horoughly@ompetent@ndthighly? 1751.6 Training of Sterile Injectable Compounding Staff, Patient, and Caregiver
Garbing motivated®o@erformElawless@septic@nanipulations@vith@ (b)erhe@®harmacist-in-chargeBhallibeFesponsible®oRnsurelIBbharmacyl
ingredients,@evices,@nd@omponentsBfESPs.2 personnel@ngagingn@ompoundingBterilefnjectable@rug@roducts@hallthavel
training@nd@emonstrated@ompetencednheBafefhandlingind@ompounding@®fa
sterile@njectable@roducts,dncluding@ytotoxicgentsifihe@harmacy@ompounds
products@vith@ytotoxicgents.?

(d)erhe@harmacist-in-charge@hallbe@esponsible®oRnsureihel
continuing@ompetence®fibharmacyBersonnel@ngaged@n@ompoundingBterilel
injectableBroducts.?

(e)@®Pharmacieshat@ompoundBterileBroductsdromBbne@rEnorethon-
sterilefngredients@nust@omply@vithEheHollowingraining@equirements:&
(1)EThe@pharmacy@must@stablishEand®ollowZ@EvrittenGrogram®fraining@ndrE
performanceivaluation@esigned@o@nsure@hat@ach@erson@vorking@n&he
designated@reabthas®hefnowledgendBkillsthecessary@olerformheir@ssigned?
tasks@broperly.frhis@program@®f@raining@nd@erformancelvaluation@nustBddress?
atleast@hedollowing:@

(A)RAsepticitechnique.?

(E)AAseptic@preparation@rocedures.B
(2)EachBersoni@ssignedio®heRontrolled@rea@nustBuccessfully@omplete@racticalll
skills@training@nisepticechniqueBnd@septicrea@ractices.?

1751.7. Sterile Injectable Compounding Quality Assurance and Process Validation.
(b)Each@ndividual@nvolvediniheipreparation®fBterile@njectable@roducts@must?
firstBuccessfully@ompleteB@alidation@rocessBnEechniqueibefore@eingiliowed?
toBprepareBterilelnjectable@roducts.k

t@Personnel@vith@ashes,Bunburn,@veepingBores,@onjunctivitis,? Not Specifically Addressed
activel@espiratorydnfection,@nd@osmeticsre@rohibiteddromp
preparingSPs.B
t@ompoundingiersonnel@emovebersonal®uter@arments;2 State Law only addresses garbing requirements for sterile preparations made
cosmetics;@rtificial@hails;thand,Bvrist,BandibodyFewelryhat@ank from one or more nonsterile ingredients and cytotoxic agents.
interfere@vith@hedit@®fEowns@nd@Eloves;@Bnd@isible@ody@iercingl
above®heheck.Bl
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1751.5. Sterile Injectable Compounding Attire.
(a)AVhenipreparingtytotoxicgents,BownsEndEloves&halldbe@vorn.Bl
(b)@VhenRompoundingBterile@roducts@rom@®neBr@norehon-sterile@ngredients?
the@ollowingBtandards@mustielnet:

1.8 Cleanroom@arb@onsisting@fEadow-shedding@overall,thead@over,Hacel
mask,EndBhoeRovers@nustie@vorninside®he@iesignatedEreatIIR
times.?

2.8 CleanroomEarbEnustibe@lonned@nd@emoveddutside®heRlesignated
area.ll

3.8 Hand,@inger,@ind@vristfewelry@nustie®liminated.@f@ewelry@annotiel
removedi@hen@t@nustibe®horoughly@leaned@nd@overed@vith@Bterilel
glove.Bl

4.7 Head@ndHacialthair@nustibekeptDutDfEheiriticalZrea®ribe@overed.Bl

5.8 Gloves@nade®fdow-sheddinglinaterials@re@equired.?

(c)eThe@equirements®fBubdivisiond@b)@ ofhot@pplydfEbarrierdsolator@sised®oR
compoundBterilednjectableBroducts@romBnelriEnoreihon-steriledngredients.?

t@rder®f@ompounding@arb@nd&leansingn@nte-area:Bhoes®br
shoeXovers,thead@Enddacialthair@overs,Hace@nask,dingernail
cleansing,thand@ndforearm@vashingnd@rying;@on-sheddingl
gown.R

Not Specifically Addressed

t@rder®f@leansing@ndZlovinglnBufferfoomBrirea:thand?
cleansing@vith@@bersistently@ctive@lcohol-basedi@product@vith®
persistent@ctivity,@llowihands@oRiry;@onBterile@loves.?

Not Specifically Addressed

tRoutinely@lisinfect@loves@vithBterileF¥0%APARfter@ontactingl
nonsterile@®bjects.?

Not Specifically Addressed

tAnspectElovesHortholes@End@eplace@vhenibreaches@Ere@etected.@

Not Specifically Addressed

t@PersonnelXepeatiroper@roceduresEfterhey@re@xposediol
direct@ontact@ontamination@®r@vorse@han@SORIassBir.2l

Not Specifically Addressed

these@equirementsre@xempted®nlyfor@mmediatefiseSPsE
andiCAlsHor@vhich@nanufacturersi@rovide@vritten@ocumentation
based®n®@alidated®esting@®hatBuch@ersonnel@racticesreihot?
required@ol@maintain®terility@nESPs.A

Not Specifically Addressed

Personnel Training And
Competency Evaluation Of
Garbing, Aseptic Work
Practices And
Cleaning/Disinfection
Procedures

t@Personnel@vho@prepareSPsEhalldeRrained@onscientiouslyande
skillfullyiby@xpertBersonnel,Enulti-mediad@nstructional@ources,@ndE
professional@ublications@n@he@heoretical@rinciples@nd@racticali
skillsmf@arbing@rocedures,Eseptic@vork@ractices,EchievingZnd?
maintaining@SOlassBEnvironmental@onditions,@nd&leaningnda
disinfection@rocedures.B

1735.7. Training of Compounding Staff

(b)eThe@®harmacyBhall@evelop@End@naintainEn®n-going@ompetencyl
evaluation@processforiharmacyiersonnel@nvolvedi@n@ompounding,EndBhall@
maintain@ocumentation®f@ny@nd@lIRraining@elated@o@ompoundingfindertaken
by@®harmacy@ersonnel.@

(c)@harmacy@ersonnel@ssigned®o@ompounding@iuties@hallz
demonstratefknowledge@boutirocesses@nd@roceduresised@n@ompounding@nya
drugiproduct.?

1751.3. Sterile Injectable Policies and Procedures.
(a)AnyBharmacy@®ngagedi@n@ompoundingBterile@njectable@rugiroducts@hall?

&
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maintain@@vritten@olicyBind@rocedurefnanual@or@ompounding@hatincludes,dni
additionEoXheRlements@equiredibyBection?l735.5,@vrittenioliciestnda
proceduresegarding@hedollowing:&

(4)erraining®Btaffin@he@reparation®fBteriled@njectableBroducts.?
(d)@harmacies&ompoundingBterile@njectableBroducts@rom@Bnekr@noreihon-
sterile@ngredients@nustthave@vrittenBoliciesE@nd@roceduresEhat@omply@vithEhel
following:@

(2)AlIBbersonneli@nvolvediEmust@ead@heipoliciestind@roceduresibefore
compoundingBterilefnjectable@roducts,@ndEnyzdditions,Eevisions,Eind@eletions
tohe@vritten@oliciesEndiroceduresustie@ommunicated®oli@ersonnel
involveddn@terile®@ompounding.@

1751.6 Training of Sterile Injectable Compounding Staff, Patient, and Caregiver
(b)Erhe@harmacist-in-chargeBhallbe@esponsible®oRnsurelIiibharmacy®
personnel@ngaging@n@ompounding®terilelnjectable@rug@roducts@hallthavel
training@nd@lemonstrated@ompetence@n®heBafethandlingnd@ompounding®fi
sterile@njectable@roducts,@ncluding@ytotoxicgentsAfhe@harmacy@ompounds
products@vith@ytotoxicgents.?l
(d)erhe@harmacist-in-charge@hallbe@esponsible@oRnsureihel
continuing@ompetence@®fpharmacyBersonnel@ngageddn@ompoundingBterileR
injectable@roducts.®
(e)@harmaciesihat@ompoundBterileBroducts@romiBbne@r@Enorehon-
sterile@ngredients@nust@omply@vithEheFollowing@raining@equirements:&
(1)erhe@pharmacy@must@stablishEanddollow@EvrittenBrogrambfrainingnda
performancevaluation@esigned@o@nsure@hat@Each@erson@vorkingnihe
designated@reathas@hefnowledgendBkillsthecessary@o@erform@heir@ssigned®
tasks@roperly.fThisBbrogramf@raining@nd@performance®valuation@nust@ddress
ateast@hedollowing:B
(A)RAseptictechnique.B
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unacceptable@esult,Avhen@he@ompounding@rocess@hanges,Rquipmentiiseddnk
the@ompounding@®fBterilenjectable@rugiproductsis@epaired@®ri@eplaced,®@hel
facility@s@nodified@nEEnannerihat@ffects@irflowr@rafficpatterns,Br@vheneverl
improper@septicechniques@re®bserved.RevalidationEnustthe@locumented.?

t@Media-filled@ialsBhallbedncubated@vithin@Eange®B5°CE2° Hork
14@lays.B

Not Specifically Addressed

Surface Cleaning and
Disinfection Sampling and
Assessment

tBurfaceBamplingBhallbe@erformedinzldASORlassifiedEreasBn@E
periodicthasistind@anbeRccomplished@ising@ontactilates®nd/ork
swabsEndBhalltbbe@one@t®heRonclusion®f@ompounding®

Not Specifically Addressed

tAlocations@ofbeBampledBhallibe@lefined@n@Bample@lan@DrRnEE
form.B

Not Specifically Addressed

Cleaning and Disinfecting
Competency Evaluation
e

t@ompoundingBersonnel@Endbther@ersonnel@esponsibledorl
cleaningBhalltbe@isually@®bserved@uringtheBbrocess@Eperforming?
cleaning@nd@lisinfecting@rocedures@luring@nitial@ersonnel@rainingl
onleaning@rocedures,@hangesinileaningB@taff@nd@tEher
completion®fEnyMMedia-FillTest®rocedure.?

Not Specifically Addressed

tWisualBbservationBhallbe@ocumented®n@BampleFormEor®
AssessingTleaningBndMisinfection®rocedures@nd@naintained@ol
provideBbermanent@ecord®df,EndHlong-termEssessmentf,2
personnel@ompetencyl

Not Specifically Addressed

Surface Collection Methods

tAmmediately@fterBampling@Burface@vith@he@ontactiplate,@hel
sampled@reaBhalltbe®horoughly@viped@vithEEhon-shedding@vipel
soakedi@nBterile@0%APA.B

Not Specifically Addressed

fResultsBhouldibe@eported@s@fuiper@init®fBurfacetareal

Not Specifically Addressed
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Action Levels, t@EnvironmentalBampling@lataBhalltbe®ollectedEndEeviewednEE Not Specifically Addressed

Documentation, and Data routinefasiss@Eneans®DfEvaluating@he®verallRontrol@®fEhel
Evaluation compounding@nvironment.?
tAf@nREctivity@onsistentlyBhowslevatedievelsifmicrobial?l Not Specifically Addressed

growth,@ompetent@nicrobiology@ersonnel@hallibe@onsulted.?

tEAnGnvestigation@nto®@heBource®fthe@ontamination@halldbel Not Specifically Addressed
conducted.B

t@hengloveddingertipBample@esults@xceeds@ctiondevels@fterd Not Specifically Addressed
properncubation,@&eviewdfthandthygiene@nd@arbing@®rocedures?
as@vell@sElovemndBurface@isinfection@roceduresnd@vork?
practices@hallbeBerformed@nd@ocumented.?

fAAnyRfuRount@®hat@xceedsts@espectivectiondevelBhould? Not Specifically Addressed
prompt@@e-evaluation®f@heFdequacy@®fpersonnel@vork@ractices,?
cleaningirocedures,Bperational@rocedures,End@iriltration®
efficiency@vithin@helseptic®ompoundingdocation.

Compounded Sterile Preparations

CSP Microbial t@Propertrainingnd@valuation@®fBbersonnel,Bbroperleansingnd
Contamination Risk garbing®fbersonnel,Bbroperleaning@nd@isinfecting@®f@ompoundingl State law only addresses compounds made from one or more nonsterile
Levels work@nvironments,EndBbroperEnaintenancendEnonitoring®f ingredients and sterile compounds that do not meet these criteria.

controlled@nvironmentaldocationsfallB®f@vhichEre@etailedd@niheir?
respectivelBections).B

Low-Risk Level CSPs 1735. Compounding in Licensed Pharmacies

tBAseptic@nanipulations@vithinBnASOR lassBEnvironmentAising®hreel®rE| (d)EheBarametersBnd@equirementsBtatediby@histArticle®.50Sectionfl 735EtBeq. )R
fewerBterileBroducts@nd@ntries@ntoBny@ontainer.l apply@o@ll@ompounding@practices.BAdditional@arameters@End@equirementsi
tAn@bsence®fpassingBterility@est,Btorethot@nore®han@8hourszta applicableBolely®oBterile@njectable@ompounding@reBtatedibyrticlel¥ (Section®

controlled@oom@emperature,A4RaysEtRold@emperature,Bind@5@ays? | 1735RtBeq.).B
inBoliddrozenBtatet -25°to -10°®rzolder.@

tMMedia-fillRest@tdeastBnnuallyby@ompounding@ersonnel.? 1735.2. Compounding Limitations and Requirements; Self-Assessment
Low-Risk Level CSPs with 12-Hour or Less BUD (h)Every@ompounded@rugBproductBhallbeREivenZn@xpiration@atel
t@Fully@omply@vith@lFourBpecificriteria.® representing®he@ateeyond@vhich,@nEhelprofessionalfudgment®f®he@harmacist®
BinksBhouldihotedocated@djacent@o®hedSOlassBRrimary performing®rBupervising®he@ompounding,d@tBhoulddhot@beised.tThis@beyond@isel
engineering&ontrol.@ date”®fthe@ompounded@rugiroductBhall@hot@xceed@ 80@aysEromipreparation
BinksBhouldbeBeparated@rom@he@mmediate@rea®f@hed@SOTlassBE | ortheBhortest@xpiration@ate®Eny@omponentdnEhe@ompounded@rugibroduct,
primary@ngineering@ontrol@evice.? unless@onger@late@sBupportedbyBtabilityBtudies®fFinished@rugsr
Medium-Risk Level CSPs compounded@rugiroducts@isingtheBame@omponents@nd@ackaging.Bhorter
tBseptic@nanipulations@vithinBan@SOR|assBEnvironmentising® datingthanBet@orth@n®hisBubsection@nayibeflised@fftAs@eemedEppropriate@na
prolonged@ndRomplex@nixingBnd&ransfer,@norehan@hreeBterilel the@rofessionaludgment@®fthe@esponsible@bharmacist.@
products@nd@E@ntriesd@ntoBny@ontainer,Bnd@oolinglngredients@romi
multipleBterileBroducts®olpreparelnultiple@SPs.B 1751. Sterile Injectable Compounding; Compounding Area; Self-Assessment
. TheRontent@nZhis@ocumentdsEheBbroperty@®fthedosBAngeles@ounty@epartment@BfHealthBervices.BAllRights@eserved.ENoBpart®Dfhis@ocument@nayiel
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TAnEbsence®fpassingBterilitydest,Btorefot@nore®han@B0fhoursEta
controlled@oom@emperature,DRays@Et@old@emperature,EndE 5@ aysEnk
solidffrozenBtatet -25°to -10°@riXolder.®
t@Media-fillRest@tdeast@nnuallyy@ompoundingiersonnel.?

High-Risk Level CSPs
t@onfirmed@resence®fBhonsterilelngredientsBind@evices,Brl
confirmed@®rBuspected@xposure®fBterile@ngredientsdor@norehank
onethouro@ir@uality@nferioro@SOlassBbeforedinalBterilization.?
tBterilization@nethod@erified@oGchieveBterilityFor®he@uantity@nda
type®f@ontainers.k

tiMeet@llowabledimitsForiacterial@ndotoxins.?
t@MaintainEcceptableBtrengthBnd@urity@®fingredientsEndintegrity® @
containers@fterB@terilization.?

tAnEbsence®f@passingBterilityest, Btorefot@nore®hanR4hoursEta
controlled@oom@emperature, BRlaysEt@old@emperature,@nd@ S5RiaysEnk
solidffrozenBtatet -25°to -10°@®riXolder.®
Media-fill#est@tdeastBemiannuallyy@ompounding@ersonnel.?

(a)EAny@harmacy@®ngageddn@ompoundingBterilednjectable@rugiroducts®hall@
conform@o®heBarameters@ndequirementsBtatediby@rticle@.5FSectionFL735@:tER
seq.),BEpplicable®o@ll@ompounding,EndBhall@lsoRonformEo&he@arameters@nd?
requirementsBtatediby®his@Article@dSectionfl 751@tBeq.),@pplicableBolely@ol
sterile@njectable@ompounding.?

1751.6 Training of Sterile Injectable Compounding Staff, Patient, and Caregiver
(e)@harmacieshat@ompound®terileBroducts@romiBnekriEnore@on-
sterile@ngredients@nust@omply@vith®heHollowingraining@equirements:k
(1)Erhe@harmacy@must@@stablishEnddollow@EEvrittenGrogramBbfErainingt
and®erformance@valuation@esigned@o@nsure®hat@achBerson@vorking@nihell
designated@reathas@hefknowledge@ndEkillsthecessary@olperformiheir@ssigned?
tasks@roperly.fThisBbrogramfErainingnd@performance®valuation@nust@ddressh
ateast@heollowing:?
(A)RAseptictechnique.®
(B)@®Pharmaceutical@alculationsZaind@erminology.?
(C)BterileBroductompounding@ocumentation.?
(D)mMualityEssurance@rocedures.kl
(E)BAAsepticipreparation@rocedures.kl
(F)®roperZowningnd@Eloving@echnique.?
(G)meneral@onductinhe&ontrolled@rea.k
(H)Xleaning,Banitizing,BAnd@naintaining®quipment@iseddn@heRontrolled?
area.ll
(I)Bterilization®echniques.B
(J)Eontainer,E®quipment,End&losure@ystemBelection.l
(2)EachBersonissigned@ohe@ontrolledirea@nustBuccessfully®
complete@racticalBkills@rainingfn@septictechniqueBnd@Esepticrea@ractices.?
Evaluation@nust@nclude@vritten@esting@End@Avritten@rotocol®fperiodic®outinel
performance@hecks@nvolving@dherence@®osepticireabolicies@ndibrocedures.?
EachBberson’siproficiency@nd@ontinuinglrainingfheeds@nustie@eassessed@very
12@nonths.ResultsftheseBssessmentsiEnustibe@ocumented@nd@etaineddni@hel
pharmacy#orihree®ears.?

1751.7. Sterile Injectable Compounding Quality Assurance and Process Validation.

(a)AnyBharmacy@®ngagedin@ompoundingBterile@njectable@rugpl
products@hall@naintain,Zskart®fAts@vrittendoliciesBind@rocedures,@Evrittent
quality@ssuranceilandncluding,@nGddition®ohe®lements@equiredibyBectionl
1735.8,@m@ocumented,Bngoing@jualityBssurancelrogramiEhationitorsipersonnel
performance,@®quipment,Endiacilities.EThe@EndiproductBhallbeExaminedBnzE
periodic®Bamplingibasis@s@ieterminediby®he@harmacist-in-chargeossure®hatdit?
meets@equiredBpecifications.fThe@ualityBssurance@ProgramBhalldncludetdeast?
thedollowing:&l

(4)@rittendustification®fhe@hosenExpiration@latesForompounded?
sterile@njectable@roducts.?
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Determining Beyond-
Use Dates

TAse®heFEeneral@riteria@n@SPE795>AnREhebsence@®f@irect?
stability-indicating@ssays®r@uthoritativeliterature®hatBupports
longer@urations.Bl

1735.2. Compounding Limitations and Requirements; Self-Assessment
(d)ARIrug@productBhallmhotbe®ompounded@intil®he@harmacythasHirst@prepared@z
written@nasterformula@ecord®hatdncludes@tieast@®hedollowing®lements:2

(6)Expiration@lating@equirements.@
(h)EveryRompounded@rugiroductBhalltbeREivenEnRxpiration@ate@epresenting?
the@atefeyond@vhich,@n@heBbrofessionaljudgment®fhe@harmacist@®erformingl
orBupervising@he@ompounding,Gt@houldhote@lised.fThisFbeyondiise@ate”BHfA
the@ompounded@rugiroductBhallthot@xceed@ 80@laysEromBbreparation@rithel
shortest@xpiration@ate®fEny@omponentdn@he@ompounded@rug@product,@inless
aldonger@iate@sBupportedibyBtability@tudies®ffinished@rugs@®rompounded@irugll
products@ising®he@ame@omponentsEindiackaging.Bhorter@ating@hanBetHorthAnEl
thisBubsection@naybeiseddf@tds@leemed@ppropriatedn@he@rofessionalfudgment
ofthe@esponsible@harmacist.?

1751.7. Sterile Injectable Compounding Quality Assurance and Process Validation.
(4)@VrittenGustification®fEhe@hosen@xpiration@atesdor@ompoundedBteriled
injectable@roducts.Bl

Maintaining Sterility,
Purity, and Stability of
Dispensed and
Distributed CSPs

TANrittenBroceduresforiproperiackaging,Btorage,End@ransportation
conditions@o@maintainBterility,@yuality,Bburity,Eand&trengthDfESPs.A

1751.3. Sterile Injectable Policies and Procedures.

(a)AAny@harmacy@ngagedin@ompoundingBterile@njectable@rugk
products@hall@naintainB@EvrittenBolicy@nd@procedure@anualfor@ompounding?
thatfncludes,@AnGddition®oheRlements@equirediyBectionFL735.5,@vritten?
policies@ind@rocedures@egarding®hedollowing:R

(1)ompounding,Hilling,Binddabeling®fBterile@njectableRompounds.B

(6)mualityEssuranceBbrogram.k

(d)@harmacies@ompoundingBterilednjectable@roductsdromBBbneriEnorel
non-sterilengredients@nustthave@vrittenioliciestind@rocedures®hat@omply@vith@
theHollowing:&

(3)@oliciesE@nd@roceduresinust@ddressEtdeast®heFollowing:2

(B)Btorage@ndthandling®f@productsEindBupplies.B

(C)Btorage@ndRelivery®finalroducts.?

(D)®Processalidation.?

(l)ForBteriledbatch®ompounding,@vrittenioliciesZaind@brocedures@nust?
belstablished®orihefise®fl@naster@ormulas@nd@vorkBheetsEndHorEppropriatel
documentation.B

(J)Bterilization.l

(K)End-product@valuationzEndiesting.

1751.7. Sterile Injectable Compounding Quality Assurance and Process Validation.

(a)AnyBharmacy@®ngagedi@n@ZompoundingBterile@njectable@rugpl
products@hall@naintain,Zsart®fAts@vrittentoliciesBind@rocedures,BEvritten
quality@ssurance@lanincluding,@AnGddition®o®heRlements@equiredibyXZection
1735.8,@m@ocumented,Bngoing@jualityGissurancel@rogramiEhat@onitorsi@personnell
performance,®quipment,ndfacilities.fThe@nd@roductBhallbeExaminedBnzE
periodic®Bamplingiasis@s@eterminediby®hefharmacist-in-charge@®ossure®hattel
meets@equired@pecifications.fThefQualityBAssurance@rogramBhall@ncludetieast?
thefollowing:Rl
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(2)erheBtorage@®f@ompoundedBterilelnjectable@roducts@n@hel
pharmacy@nd@periodic@locumentation®f@efrigeratortemperature.@

Redispensed CSPs

tEVhenBterility,E@indGcceptable@urity, Btrength,Bnd@yuality@aniel
ensured.Bl

Not Specifically Addressed

tERAssignment®DfBterilityBtorage@®imesndEtabilitybeyond-useRlatesd
that®ccurlaterhan@hosefriginally@ispensedSPsEnustibefbased@nk
results@fBterility@estingind@juantitativessay®flngredients.Bl

Not Specifically Addressed

Packaging And
Transporting CSPs

t@Packaging@aintains@hysical@ntegrity,Bterility,Btability, Bndpurity® &
CSPs.B

Not Specifically Addressed

tMModesBfRransport®hat@naintain@ppropriate@emperaturesznda
prevent@amage®ofLSPs.l

Not Specifically Addressed

Immediate Use CSPs

TFully@omply@vithi@lIBixBpecified@riteria.?
ThemmediatefiseBrovisionds@ntended@nlyfor@hoseBituations@vherel
there@s@EheedFor@mergency®Brimmediate@atient@Edministration@ R
CSP.BuchBituations@naydncludeardiopulmonary@esuscitation,i
emergency@oomireatment,@reparation®f@iagnosticgents,Brixritical?
therapy@herehe@reparation®fthe SPAInder®onditions@escribed®ork
Low-RiskfevelfSPsBubjects@he@atient®odditional@isk@ueRoRelaysa
inkherapy.Ammediate-usefSPs@refhotAntendedforBtoragedork
anticipatediheeds®ribatch®ompounding.Preparationsihat@re@nedium-
riskdevelEndthigh-riskdevelBhallthottbelprepared@s@mmediate-usel
CSPs.[
Immediate-usefSPsEre@xemptdromihe@equirements@escribed®ork
Low-RiskA.evel@SPs@nly@vhenli@®fhedollowingriteriaBrednet:a

Not Specifically Addressed

1.8 TheRompoundingBbrocessnvolvesBimple®ransfer®fhot@norel
than@hree@ommercially@nanufacturediackages@®Bterilel
nonhazardous@roducts@r@iiagnosticadiopharmaceuticall
products@rom@he@anufacturers’@riginal@ontainers@nd@ota
more@han@wontriesintonyneRontainer®ripackagefe.g.,B
bag,@ial)DfBterile@nfusionBolutionBr@Edministration?
container/device.ForRxample,@Enti-neoplasticsBhallEhotibel
prepared@s@mmediate-usefSPsbecause®hey@rethazardousl
drugs.@

1735.2. Compounding Limitations and Requirements; Self-Assessment

(d)ARrugiproductBhallhotdbe@ompounded@intil®hefharmacythasirst@prepared@el

written@nasterformulaecord®hatdncludes@tieast@®hedollowing®lements:&
(3)®Process@End/orBrocedurefised®o@prepare@®he@rug.B
(6)Expiration@ating@equirements.B

1751.4. Facility and Equipment Standards for Sterile Injectable Compounding
(e)@®Pharmaciesireparingiarenteral@ytotoxicgents@hall@ oBona
accordance@vithBectionE1106(b)DfTitleR4DfEhealiforniaBAdministrativefode,
requiring@@aminar@irdflowthood.fThefhoodinusteertified@nnuallyibyR@ualified®
technician@vho@sFamiliar@vith@he@nethods@End@rocedures@or@ertifying@aminar
airdflowthoodsnd&leanroom@equirements,@nZccordance@vith@NationalBanitation
FoundationBtandard@9&orlassAldLaminar@low)BiohazardTabinetry,BEsEevised?
May,E1983.1
Certification@ecords@nustibe@etainedfor@tleast®hreeears.?

2.2 Unless@equired@ori@helreparation,@he@ompoundingf
procedurefs@ERontinuousirocessihotoExceedflhour.B

Not Specifically Addressed

3.8 Duringipreparation,ZsepticiechniquedsFollowedznd,EfEhotH
immediately@dministered,®hefinishedSPAsAInder?
continuousBupervisionEo@ninimize®he@otentialfor@Eontactl
withBhon-sterileBurfaces,Antroduction@®fparticulate@natterri
biologicalfluids,Enix-ups@vithBtherfSPs,End&irect@ontact@®D

1751.6 Training of Sterile Injectable Compounding Staff, Patient, and Caregiver
(1)Erhe@pharmacy@must@stablishEaind@ollow@@vrittenGrogrambfraining?
and@erformanceRvaluation@esigned®@oRnsure@hatRachi@person@orking@n@hel
designated@realthas@henowledgeindBkillsthecessary@oBerformheir@ssigned?
tasks@properly.ErhisBbrogram®firaining@nd@erformanceivaluation@nustEddress?
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outsideBurfaces.? atfleast®heHollowing:B

(A)RAseptictechnique.B
(B)®harmaceutical@alculations@nd®erminology.?l
(C)BterileBroduct®ompounding@ocumentation.?
(D)mualityEssurance@rocedures.?
(E)Aseptic@preparation@rocedures.kl
(F)®roperZowningnd@Eloving@echnique.?

1751.7. Sterile Injectable Compounding Quality Assurance and Process Validation.
(b)Each@ndividualdnvolved@n@®helpreparation®fBterilednjectable@roducts@nust?
firstBuccessfully@omplete@@alidationBrocessBn@echniquebeforetbeing@llowed?
toprepareBterilelnjectable@roducts.tThe@alidation@rocess@hallbeRarried@utdnk
theBame@nanner@s@hormal@roduction,@xcept®hat@nBppropriate@nicrobiological®
growth@mediumEs@isedd@nBlace®fthe@ctualiroductlised@uringBterilel
preparation.fThe@alidation@rocessBhallbefepresentative®flIRypes®
manipulations,Broducts@ndbatchBizes®Rhedndividual@s@xpected®o@prepare.fThel
samebbersonnel,Bprocedures,®Bquipment,EndEnaterials@nustielnvolved.k
Completed@nediumBamples@nustielncubated.@fEnicrobial@rowthis@etected,?
then@heBterileBbreparation@rocess@nustibeRvaluated,@orrectivefction@aken,EndR
the@alidation@rocessi@epeated.®Personnel@ompetency@nustibeevalidatedttdeast?
everyidwelvef@nonths,Bvhenever®he@juality@ssurance@rogramieldszna
unacceptable@esult,@Bvhen@®he@ompoundingibrocess@hanges,RBquipment@iseddn
the@ompounding®fBterilednjectable@rugiroductsisepaired@®r@eplaced,@hel
facility@s@nodified@n@Enannerhat@ffects@irflowr@rafficiatterns,BrAvhenever
improper@septickechniquesire®bserved.RevalidationEnustthe@locumented.?

4.2 AdministrationBbeginsthot@ater®han@Ahourfollowing®heBtartl Not Specifically Addressed
ofithe@reparation@fheSP.A
5.8 Unless@mmediately@nd@ompletelyBadministerediy@hel Not Specifically Addressed

person@holpreparedit®rimmediateBind@ompletel
administrationd@s@vitnessediby®he@reparer,@hefSPEhalltbear
adabeldisting@atientddentification@nformation,®hethames@ndE
amountsfllEngredients,@hefhamelrinitials@f@he@erson
wholpreparedi®hefSP,E@ndEheRxactfl-hourBBUDENd@ime.R
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6.2 IfddministrationthasthotBegun@vithinflEhourFollowing@hel **Time Constraints are Not Specifically Addressed
start@®fBreparing@®helSP,®hefSPBhallbe@romptly,Bbroperly,?

andBafely@iiscarded.@ 1735.2. Compounding Limitations and Requirements; Self-Assessment
(d)RA@irug@productBhallthotte@ompoundediintil@he@harmacythasirstirepared@E
written@naster@ormulaecord®hatdncludestateast@hedollowing®lements:2
(5)@Post-compounding@rocessrirocedures@equired,d@fEny.zl
(6)Expiration@ating@equirements.l
(h)Every®ompounded@irugiproductBhallbeREiven@EnExpiration@late@epresentingl
theRlatefbeyond@vhich,@n®helrofessionaludgment®f@helharmacist@erforming?
orBupervising@he@ompounding,Gt@houldhote@ised.fThisFbeyondlise@late” B
the@ompounded@irugkbroductBhallzhotExceedfl80@laysFromBbreparation@rhel
shortest@xpiration@ate@®f@ny@omponentinEhe@ompounded@irugibroduct,inless?
alongerRiate@sBupportedibyBtability@tudiesfinished@rugs@®rompounded®irugh
productsiising®heBame@omponents@nd@ackaging.Bhorter@ating@hanBetHorth@nk
thisBubsection@may®befisedifAtAs@eemedppropriate@n@he@rofessionaludgment?
ofthe@esponsible@harmacist.?
1751.7. Sterile Injectable Compounding Quality Assurance and Process Validation.
ThefualityBAssurance@Program@hall@ncludetdeast®heollowing:&
(4)@Vrittenfustification@®f@he@hosen@xpiration@atesFor&ompoundedBterilel
injectableBroducts.?

Single-Dose and tBeyond-use@ate@8@ays,AinlessBpecified@®therwiselby@hel Not Specifically Addressed
Multiple-Dose manufacturer,Hor@losureBealed@nultiple-dose@ontainersEfter@nitial@
Containers opening®rntry.R

tBeyond-useime®DfBthours,AinlessBpecified®therwisebyRhel
manufacturer,Hor@losureBealedBingle-dose@ontainers@n@SOR|assBRr
cleaner@ir@fternitial@®pening®riE@ntry.El

t@Beyond-use®ime®fElthourforElosureBealedBingle-dose@ontainersk
afterfbeing®penedriE@nteredi@n@vorse®hanA@SO|assEEir.R

tBtorage®fpenedBingle-dose@mpulsAsmhotiermitted.?

Hazardous Drugs as CSPs | tBAppropriate@ersonnel@rotectivequipment.? **State Law only addresses with respect to High Risk CSPs

Appropriate@ersonnelirotective@®quipmentdPPE)Bhalltbe@vorn@vhent | 1751.5. Sterile Injectable Compounding Attire.
compounding@n@@BSCaBrECACIEndEBvhen@ising@STD@evices.®PPEBhouldl | (a)@Vhenkpreparingytotoxicgents,BownsEndZElovesBhallbe@vorn.?
include@owns,face@nasks,Eye@rotection,thair@overs,Bhoeoversri (b)MWhenRompoundingBterileGroducts@rom@®nelrEnorehon-sterile@ngredients?
dedicatedBhoes,@ouble@loving@vithBterile@hemo-type@Eloves,Enda thefollowingBtandards@nustielnet:k
compliance@vith@nanufacturers’@ecommendations@vhen@ising@EACIE (1)&leanroom@Earb@onsisting®f@How-sheddingoverall,thead@over,Hacell
mask,EindBhoeRovers@nustie@vorninside®he@esignatedEreat Iz
times.B
(2)eleanroom@EarbEnustibe@onned@End@emoved®utside®heRlesignated?
area.ll
(3)Mand,Hinger,E@nd@vristgewelry@nustie@liminated.d@ffewelry@annot
be@emoved@hen@tinustibe®horoughly@leaned@nd@overed@vith@Bterilel
glove.B
(4)@HeadndHacialthair@nustibefeptDutDfRheRritical@rea®ribeRovered.?
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(5)&lovesinade®dfllow-sheddinginaterials@ref@equired.B
(c)Erhe@equirementsBfBubdivisiondb)@ ootz pplyafEibarrier@solatordsised@o
compound®&terilednjectableBroducts@romBne@riEnorethon-sterile@ngredients.?l
tEppropriaterimary@ngineering@ontrols@BSCsEndACIs)@Erefiseddor| 4127.7. Compounding Sterile Injectables from Nonsterile Ingredients;
concurrentBersonnel@rotectionBind@xposurefiEriticalBites.B Requirements

On@nd@fter@ulyF,2005,EBbharmacyBhall@ompoundB®terilelnjectablel
products@romB®nerEnoredhonsterile@ngredients@n®ne®fEheHollowing®
environments:
(a)AAnASORIassBHaminarirflowhood@vithinEin@ASORlassEleanroom.Erhel
cleanroominustthave@ositiveir@ressure@ifferentialelativeodjacent@reas.?
(b)EAnASORIassB&leanroom.l
(c)Rmbarrier@solator®hat@rovides@n@SORlassBE:nvironmentdor&ompounding.Bl

1751.3. Sterile Injectable Policies and Procedures.
(3)@Policiesmnd@roceduresinust@ddressEtieast®hedollowing:?
(F)send@naintenance®f@nvironmental@ontrol@evicesfised@o@reate@helriticall
areafor@anipulation®fBterileBroductsfe.g.,daminar-airflow@vorkstations,
biologicalBafety®abinets,&lassA 00&lean@ooms,Endibarrierfisolator@vorkstations).B

1751.4. Facility and Equipment Standards for Sterile Injectable Compounding
(e)@harmaciesipreparing@arenteral@ytotoxicgentsBhall@ oBolnEccordance@vith
Section@1106(b)DfTitleR4DfEhefaliforniaBAdministrativeode,@equiring@a
laminar@irflowthood.EThethood@nustibeRertifiedEnnuallytby@ERjualified&echnician
whols@amiliar@vithhe@nethodsEndroceduresdor@ertifyingdaminar@irdlow?
hoods@nd&leanroom@equirements,@nEccordance@vithiNationalBanitation®
Foundation®tandard@9&orlassAldLaminar@low)Biohazardabinetry,Es&evised?
May,F1983.

Certification@ecords@nustibeetaineddor@tdeast®hreedears.@

505.5.1 Pharmacies: Laminar Flow Biological Safety Cabinet.
In@lIgharmaciesi@reparingiarenteral@ytotoxicigents,@lIRompoundingBhallbel
conducted@vithin@&ertifiedlassAIETypeRARDrEClassAIType@B@erticaldaminarirdlowr
hood@vith@agin-bagut@esign.fThe@harmacy@nust@Ensure@hat@ontaminatedzir
plenums@hat@refinder@ositive@irGressurerefeak@®ight.?
tEHazardousirugsBhallbeBtoredBeparately@#Frombther@nventoryd@nza Not Specifically Addressed
manneroBrevent@ontaminationEnd@ersonnel@xposure.?

1751.3. Sterile Injectable Policies and Procedures.
(a)AAnyBharmacy@ngagedinZompoundingBterile@njectable@rugpl
products@hall@naintain@@EvritteniolicyBndi@procedure@nanualdor@ompounding?
thatincludes,@nEddition®ohe@lements@equiredibyBectionfl 735.5,@vrittenk
policies@nd@rocedures@egarding®hedollowing:&
(5)@roceduresforthandlingytotoxicgents.?
tEAtHeast®.01@nch@vater@olumnihegativebbressureBndEL 2@irhangesk Not Specifically Addressed
perthour@nihon-cleanrooms@n@vhichfCACIsEredocated.?
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tHazardous@rugs@halltbefhandled@vith@autionGtiII@imesaisingl
appropriate@hemotherapy@loves@luring@eceiving,@istribution,@
stocking,@nventorying,@reparingfor@dministration,E@ind@isposal.kl

Not Specifically Addressed

1751.2. Sterile Injectable Labeling Requirements.
(d)ElRytotoxicgentsBhalltbbear@Bpecialdabel@vhichBtatesH
“Chemotherapy_ Dispose®f@Properly.”?

1751.3. Sterile Injectable Policies and Procedures.

(a)AAnyBharmacy@ngaged@nZompoundingBterile@njectable@rugl
products@hall@naintainE@vrittenBbolicy@End@procedure@anualforompounding?
that@ncludes,@nEdditionEo®he@lements@equiredibyBectionfl735.5,@vrittenk
policies@nd@roceduresi@egarding®heollowing:2

(5)®Proceduresdorthandling@ytotoxicgents.@

(c)@harmacies@ompoundingBterilenjectableBroductsZhallthave@vrittenk
policiesBind®roceduresforhe@isposal®fEnfectious@naterialstind/or@naterialsi
containingtytotoxic@esidues.CThe@vritten@oliciesEind@rocedures@hall@escribe®hel
pharmacy@rotocolsforleanupsBndBpills@n@onformity@vithdocalthealth®
jurisdiction®tandards.?

t@Hazardous@rugs@halltbeGrepareddn@n@SOIassBEnvironment@vith@
protective@ngineering@ontrols@nilace,Endfollowing@septicibractices?
specifiedforiheppropriate@ontaminationiskdevels.?

No Specific Equivalent addressing risk levels

4127.7. Compounding Sterile Injectables from Nonsterile Ingredients;
Requirements
On@nd@fter@ulyE,2005,EBbharmacyBhall@ompoundXterilel@njectablel
products@rom@®ne@r@norethonsterilengredients@n@Bne@fthefollowing?
environments:(
(a)AAnASORtlassB@aminarirflowihood@vithinBin@ASORlassEleanroom.Erhel
cleanroomi@nustthave@iositive@ir@ressure@ifferential@elative®ohdjacent@reas.?
(b)EAANASORtlassBEleanroom.l
(c)Ambarrierfsolator®hat@providesEn@SORlassBE:nvironmentFor&ompounding.Bl

1751.4. Facility and Equipment Standards for Sterile Injectable Compounding
(e)@harmaciesBreparing@arenteral@ytotoxicigents@hall@ o oink
accordance@vithBection®1106(b)®DfTitleR24BDfEhefaliforniaBAdministrativefode,
requiring@@aminar@irdlowthood.fThefhoodinustieertified@nnuallyiby@ualified®
technician@vhofs@amiliar@vith@he@nethodsEnd@roceduresdorertifyingdaminari
airflowthoodsEndileanroom@equirements,@nGccordance@vithiNationalBanitation®
Foundation@tandard@9#orTlassAldLaminar@low)BiohazardLabinetry,GEs&evised?
May,F1983.1
Certification@ecords@nusteetainedfor@tdeast®hreedears.@

1250.4 Compounding Area for Parenteral Solutions.
ThepharmacyBhallthave@Resignated@readorihe@reparation®fBterilel
productsfor@lispensing@hichBhall:&
AnyBharmacy@®hat@ompoundsBterilelnjectable@roducts@romBneraEmored
nonsterile@ngredients@must@ompoundi@he@nedication@n@ne@fEheFollowing?
environments:(

e 5. 1RANASORIass@aminarirflowthood@vithinEn@SO&lass@leanroom.Thell
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cleanroomB@nustthave@@ositive@ir@ressure@ifferential@elativeol
adjacentlreas.l
e 5.2AnASORlassBEleanroom.k
e  5.3[AMarrierd@solator®@hat@rovidesEnASORtlassBEnvironmentHork
compounding.
Note:Fordditionaliharmacy@nechanical@tandard@equirements,Zeel
Chapter®,alifornia@viechanical@ode.?

505.5.1 Pharmacies: Laminar Flow Biological Safety Cabinet. InGlIBbharmacies
preparingparenteral@ytotoxicgents,ElRompounding@hallbeonducted@vithinz
certifiedilassAIETypeBARrTlassAIType@B@erticaldaminariirdlowfhood@vithtbagin-
bag®ut@lesign.The@fharmacy@nust@Ensure@hat@ontaminated@ir@lenumshatzrel
under@ositiveRirfpressure@releakitight.?

Tt ccessRo@rugireparation@reasBhalltbelimited@oButhorized? Not Specifically Addressed

personnel.Bl

1751.3. Sterile Injectable Policies and Procedures.
(d)®Pharmacies@ompoundingB&terile@njectable@roducts@rom@Bne@r@noredon-
sterilefngredients@nustfhave@vritteniolicies@ind@rocedures®hat@omply@vith@hel
following:@

(3)@Policiesmnd@roceduresinust@ddress@tieast®hedollowing:@
(E)®Personnel@ccess@nd@ovement®flEnaterialsintondthear®he@ontrolledirea.?
tEABbressurelndicator@hallbednstalled®hat@aneadily@nonitor@oome Not Specifically Addressed
pressurization,@vhich@s@ocumented®aily.?

tEAnnual@ocumentation@®ffull@raining@®fiersonnel@egarding@torage, Storage and disposal not specifically addressed
handling,@nd&isposal@®fthazardous@irugs.@ 1751.6 Training of Sterile Injectable Compounding Staff, Patient, and Caregiver
(b)eThe@®harmacist-in-chargeBhalltbe@esponsible@o@nsurei@liBharmacyiersonneld
engaging@n@ompoundingBterilednjectable@rugiroducts@hallthaverainingnda
demonstrated@ompetenced@n@®heBafethandling@nd@ompounding®fBteriled
injectable@roducts,@ncludingytotoxicgentsAfhefharmacy@ompoundsiroducts?
with@ytotoxicgents.B
(c)RecordsBfErainingBind@emonstrated@ompetenceBhallevailablefor@achll
individual@ndBhallbe@etaineddor@hreedearstbeyond@he@perioddbf@Employment.?

tTAVhenRised,BESTDEhallbbefisedAnZEnASOR lassB@primary@ngineeringf Not Specifically Addressed
control@evice.®l

tEAtHeast®.01@nch@vater@olumnihegativelressurels@equireddor Not Specifically Addressed
compounding®fthazardous@rugs.Bl

tiNegative-pressureuffer@Breadsthotequiredforfow-volumel Not Specifically Addressed
compoundingBperations@vhenESTDAsAIsedAn@BSCaIECACI.A
t@ompounding@ersonnel®fEeproductive@apability@hall@onfirmEnk Not Specifically Addressed

writing®hat®hey@inderstand®@he@isks®fhandlingfhazardous@rugs.?
tisposal®fElithazardous@rug@vastesBhall@omply@vithGlIEpplicablel 1751.2.(d) AllytotoxicEgentsBhalltbear@Bpecialdabel@vhichBtates® Chemotherapyl
federal@ndBtate@egulations.? - Dispose®f@roperly."®

1751.3. Sterile Injectable Policies and Procedures.
(c)@Pharmacies@ompoundingBterile@njectableBroductsBhallthave@vritten?
policiesBnd@roceduresforhe@isposal®f@nfectious@naterialstind/orEnaterialsi
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containingtytotoxic@esidues.fThe@vritten@olicies@nd@roceduresBhall@escribehel
pharmacy@rotocolsForleanupsEndBpills@n@onformity@vithdocalthealth®
jurisdiction®tandards.?

{iTotal@xternal@xhaust®fBrimary@ngineering@ontrols.?
A ssayDBurface@vipeBamples@very@®HEnonths.

Radiopharmaceuticals t@PositronEmissionfromographysEccording®ofSPRhapter®823>.1
as CSPs

TR ppropriate@rimary@ngineering@ontrolsind&adioactivity®
containment@ndBhielding.?

t@Radiopharmaceuticals@ompounded@romBterile@omponents,@n&losed?
sterile@ontainers,Bvith@olume@ A 00@n LbrilessHor@Bingle@losel
injection@®rGhot@nore@hanB0@nLEakenFrom@Enultiple-dose@ontainer
shalltbe@lesignated@sEnd@onformEoiheXtandardsHort
low-riskievelZSPs.2

tRadiopharmaceutical@ials,@esigneddor@nulti-use,ompounded@vith®
technetium-99m,@xposed@o@SOIIassBEnvironment@ndibuncturedibyl?
needles@vith@ho@irect@ontact@ontamination@naybe@ised@pioihel
timelndicatediby@Enanufacturers@ecommendations.l

T ocation®frimary@ngineering@ontrolsiermitted@n@SORIassBER
controlled@nvironment.B

tiTechnetium-99m/Molybdenum-99&eneratorsfised@ccording@ol
manufacturer,Btate,Bndfederal@equirements.l

t@Radiopharmaceuticals@reparedzsdow-riskdevelESPs@vithE 2-hourr
lesslBUDBhallibe@preparedin@Begregated@ompoundingrea.k

t@aterials@ndEarb@ExposedinBatient-careBnd@Ereatment@reaBhall@
not@ross@iine®f@emarcation@nto®heBegregated@ompoundingirea.l

tEechnetium-99m/Molybdenum-99@eneratorsimustibeluted@n@SORI
ClassBR&onditions.B

tBegregated@ompounding@realvillbbe@esignated@vith@ine R
demarcationt

Btoragend@ransport®DfproperlyBhielded@ialsBfEFadiopharmaceuticall
CSPsiEmayBccur@n@AimitedEccess@mbient@nvironment@vithout@E
specificASORtlassRlesignation.Bl

Allergen Extracts as CSPs | t@Allergen@xtractsEsfSPsErefotBubject@o®helpersonnel,?
environmental,BindBtorage@equirementsFor@IIESPMicrobiall
Contamination@®Risk@evels@vhen&ertain@riteriare@net.l

Patient Monitoring and tEVrittenBtandardirocedures@lescribe@neansfor@atients@ozskE

Adverse Events questions@nd&eport@oncerns@nddverse@vents@BvithECSPs,EndHora

Reporting compoundingBupervisorso@orrect@ndireventfuture@roblems.?
Theontentd@n@his@locumentds@heiroperty@®f@hed osBAngelesounty@epartment®fHealthBervices.BAllRights@eserved.ENoBart®fhis@locument@nayibel
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fAAdverse@®vents@nd@efects@vithECSPsEeported@oEF DA’stMedWatchll Not Specifically Addressed
and@SP’SAMEDMARX@programs.i

1735.5. Compounding Policies and Procedures
(c)Erhelpolicy@nd@procedure@anual@halldnclude@hefollowing:2
(2)documentation®f@EplanFor@ecal Bf@@ispensed@ompounded@irugiroduct®
whereBubsequenterification@emonstrates®@he@otentialfordverse@ffects@vith
continued@ise®f@mRompounded@rugiroduct.kl

1751.7. Sterile Injectable Compounding Quality Assurance and Process Validation.

(a)AAnyBharmacy@ngageddn@ompoundingBterile@njectable@lrugh
products@hall@naintain,Gsart®fAts@vrittenBolicies@nd@rocedures,BEvritten
quality@ssuranceilandncluding,@nzddition®o®heRlements@equiredibyBection?
1735.8, @@ ocumented,Bngoing@jualityEssurancelrogram@hationitorsi@personnel
performance,@®quipment,Endfacilities.EThe@nd@productBhallbeExaminedBnzE
periodic®amplingibasisEs@ieterminediby®he@harmacist-in-chargeossurehatft?
meets@equiredBpecifications.Erhefuality@ssurance®ProgramBhalldnclude@tdeast?
thefollowing:&

(3)RActionsRoeRaken@n@heRventD @R rugiecall.

Quality Assurance

Verification of tReviewlabelsE@nd@ocumentorrecteasurements,Gseptic 1735.2. Compounding Limitations and Requirements; Self-Assessment
Compounding Accuracy manipulations,@ndBterilization@rocedureso@onfirm@orrectddentity,? (f)erhe@harmacist@erforming®rBupervising@ompoundingds@esponsiblel
and Sterility purity,EindBtrengthBfingredientsin,EndBterility®f,ELSPs.Bl forhelntegrity,Bbotency,juality,BnddabeledBtrengthBf@Rompounded@rugh

product@intil@td@s@ispensed.?
(i)erhe@pharmacistierforming@®rBupervising@ompoundings@esponsiblel

forihelBproperBreparation,dabeling,Btorage,@nd@lelivery@®f@he@ompounded@irugh

product.l

fBAssaydinishedSPs@oRonfirm@orrect@ddentityBnd,Br,BtrengthDfE 1735.8.Lompounding@uality@ssuranced

ingredients. (a)RAnyBharmacy®ngagedin@ompoundingBhall@naintain,EsBartftsEvritten
policies@nd@procedures,@@vritten@uality@ssurance@lan@lesigned@o@nonitorznd?
ensurehefntegrity,Botency,Buality,EnddabeledBtrengthBffompounded@rugh
products.B
(b)ErheRyuality@ssurance@lanBhall@nclude@vritten@roceduresfor@erification,Bl
monitoring,E@nd@eviewd@he@dequacy®fhe@ompounding@rocessesEnd@hallz
also@nclude@vritten@ocumentation®fEeviewdfEhoselbrocessestby@ualified®
pharmacy@personnel.@
(c)Erhe@yuality@ssurance@lanBhall@nclude@vrittenBtandards@or@jualitativenda
quantitativel@ntegrity,Bbotency,@juality,EnddabeledBtrength@nalysisbfE
compounded@rugiroducts.BAll@ualitative@nd@uantitativenalysis@eportsfor
compounded@rugiroductsBhalle&etainediby®hefharmacyndollated@vithEhel
compounding@ecordEndEnasterdormula.?l

Bterility@estdinishedESPs.2l 1751.7. Sterile Injectable Compounding Quality Assurance and Process Validation.
(a)AnyBharmacy@®ngagedinZompoundingBterilel@njectable@rugiroducts@hallz
maintain,GsBart®fAts@vritten@olicies@nd@rocedures,@E@vritten@uality@ssurancel
plani@including,@n@dditionEoheRlementsEequiredibyBectionfl 735.8, &
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documented,Bngoing@juality@ssurance@rogram@hat@nonitorsiersonneld
performance,Rquipment,Binddacilities.ZThe@nd@roductBhalldbeExaminednzE
periodicBamplingtasis@s@leterminediby®he@harmacist-in-charge®ossure@hattel
meets@equiredB@pecifications.?
(c)Batch-producedBterilednjectable@rugbroducts@ompoundeddromBBnerEnorel
non-sterile@ngredients@hallbeBubject@o@ocumented@nd®broductiestingfor®
sterility@nd@yrogensEndBhallbe@uarantined@intil@he@nd@roductiesting?l
confirmsBterility@ndEcceptabledevels@fyrogens.?
(d)Batch-producedBterileRoBterile@ransfers@hallBbeBubject®o@eriodicitesting
through@rocessalidation@orBterility@s@eterminediby®heharmacist-in-chargel
and@lescribedd@n@he@vritten@olicies@nd@brocedures.k

1751.3. Sterile Injectable Policies and Procedures.
(a)BAnyBharmacy@ngagedin@ompoundingBterile@njectable@rughl
productsBhall@naintain@Evritteniolicy@nd@procedure@nanualFor
compounding®hat@ncludes,An@dditionRo®he@Elements@equiredibyl
sectionL735.5,@vritten@olicies@ndiroceduresiegardinghedollowing:&l
(6)mMualityEssurancel@rogram.?
(d)@harmacies@ompoundingBterilednjectableBroducts@rom@nerEnorel
non-sterilengredients@nustfhave@vrittenioliciestnd@rocedures®hati
comply@vithheHFollowing:&
(3)@Policiesmnd@rocedures@nust@ddress@Etieast®hedollowing:@
(J)Bterilization.B
(K)End-product@valuation@ndiesting.?

Sterilization Methods

Sterilization Methods
T/ erify’hat@nethods@chieveBterility@vhile@naintaining@ppropriatel
strength,Burity,Bjuality,Bind@ackagingdntegrity.@

ProvelRffectivenessiby@SPRhapter® 1,@®quivalent,BrBuperiorBterility?
testing.?

Sterilization of High-Risk
Level CSPs by Filtration

TiNominal®d.2-BmBporeBizeBterile@nembranes®hatBre@hemically@nd®
physically@ompatible@vith@heFLSP.&

T@omplete@apidly@vithoutHilter@eplacement.?

tBubjectfilter®o@nanufacturers@ecommendedintegrity®estie.g.,B
bubble@ointiest)@EfterHilteringfSPs.B

Sterilization of High-Risk
Level CSPs by Steam

T est@oderify®he@nassBbfEontainersotbeBterilized@villbeRterile@fter?
theBelected@xposure@luration@n@hekarticularutoclave.?

TEnsurediveBteamontactsi@lld@ngredients@ndBurfaces@oibeBterilized.?

T@PassBolutions®hroughBE.2-BmBrBmallerhominal@oreBizedilter@ntol
final@ontainers®o@emovelparticulatesibeforeBterilization.?

tHeateddiltered@irBhallbeRvenly@istributed@hroughout®he@hamber
by@@blower@evice.Bl

TDrytheatBhall@®nlybefiseddor®@hose@naterials@hat@annotibeBterilized®
byB&team,@vhen@he@noisture@vould®ither@amage@®ribe@mpermeablel
tolthe@naterials.l

T

LOE AUGELLL CEUMIT
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tBufficientBpaceBhallbedefttetweeninaterials@ollowHForZEood?
circulation®f@hethotir.R

Not Specifically Addressed

terhe@escription®f@rytheatBterilization®onditionsBind@urationHora
specific@SPsEhallbelncludedd@n@vritten@ocumentationd@nhel
compoundingacility.fTheRffectivenessfi@irytheatBterilizationZhalldbel
verified@ising@ppropriatebiologicaldindicatorsBind@®ther@onfirmation.?

Not Specifically Addressed

feThe@®venBhouldbeRquipped@vithEBBystemEFor@ontrolling
temperature@nd@xposure@eriod.?

Not Specifically Addressed

Depyrogenation by Dry
Heat

Inspection of Solution
Dosage Forms and
Review of Compounding
Procedures

tDrytheat@lepyrogenation®hallbefised@oender@Elasswarelr
containers,BuchsialsEreedromBbyrogens@s@vellzs@iable@icrobes.?

Not Specifically Addressed

tEThe@escription®fhe@irytheat@epyrogenationycleEnd@uration®ork
specificload@temsBhallibefncluded@n@vritten@ ocumentation
infthe@ompoundingfacility.B

Not Specifically Addressed

T he@®ffectiveness®f@heRirytheat@epyrogenationycle@halltbe@erified?
using@ndotoxin&hallenge@ials{ECVs).R

Not Specifically Addressed

ffTheacterial@ndotoxin@est@Bhouldbe@erformed@®niEheE CVsRo@erifyR
theltyclefs@apable®fEchieving@@BHAogeduction@n@ndotoxin.?

tReviewlproceduresnd@ocuments@o@nsureBterility,Burity,@orrect?
identities@nd@mountsfAngredients,Bind&tability.B

Not Specifically Addressed

FINISHED PREPARATION RELEASE CHECKS AND TESTS

1735.2. Compounding Limitations and Requirements; Self-Assessment
(d)EARrugBproductBhallthotbeRompounded@intilhe@harmacythasHirstrl
prepared@@vritten@naster@ormula@ecord®hatincludes@tdeast®heollowing®
elements:@
(1)RActivengredients@obbeRised.?l
(2)@nactivelngredientsRobe@ised.?
(3)®Process@nd/orBrocedurefised@ofprepare®he@rug.kl
(4)Ruality@eviewsREequired@tERachBtepnkreparation®f@he@rug.kl
(5)@ost-compounding@rocess®riproceduresequired,dfZiny.2
(6)Expiration@lating@equirements.B
(f)erhe@harmacist@erforming®rBupervisingompounding@s@esponsiblel
forhelntegrity,Bbotency,Bjuality,inddabeledBtrength@Bf@Rompounded@rugh
product@intil@tds@ispensed.?
(g)AlRhemicals,Bbulk@rugBubstances,@rugiroducts,Endibther?
componentsiiseddfor@rug@ompoundingBhallibeBtoredE@ndilisedEccordingol
compendial@ndbther@pplicable@equirements@o@naintain@heir@ntegrity,Bbotency,
quality,EinddabeledBtrength.?
(i)erhe@harmacist@erforming@®rBupervising@ompoundingsi@esponsiblel
forheBbroperreparation,dabeling,Btorage,End&elivery®fthe@ompounded&rugpl
product.?

1735.8. Compounding Quality Assurance
(a)AAny@harmacy@®ngageddn@ompounding@hall@naintain,ZsiartfEts?
writtenBoliciesBand@brocedures,@Evritten@juality@ssuranceilan@esignediol
monitorBnd@nsure®helntegrity,@otency,®uality,Einddabeled®trength@D
compounded@rugiroducts.i
(b)EThe@ualityEssurance@lan®halld@nclude@vritten@roceduresor

&
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verification,@nonitoring,@nd@eviewfRhefdequacy®fthe@ompounding@rocesses?
andBhall@lsolnclude@vritten@ocumentation@fideviewdflthoselbrocessesibyd
qualified@harmacy@ersonnel.?
(c)Erhe@yuality@ssurance@lanBhall@nclude@vrittenBtandardsorkl
qualitativeBnd@juantitativedntegrity,@otency,Buality,@nddabeled®trengthznalysis@
oftompounded@rug@roducts.BlRualitativeBaind@juantitativeBnalysis@eportsfora
compounded@rugibroductsBZhalltbe@etainedby®hefharmacyEnd@ollated@vith@hel
compoundingecord@nd@nasterformula.?
(d)ErheRyualityBssurance@lanBhalldnclude@Evritten@rocedureora
scheduled@ction@n@®hevent@ny@ompounded@irugkroductds@Ever@iscoverediol
beelow@ninimumBtandardsor@ntegrity,Botency,uality,Briabeled&trength.kl

1751.1. Sterile Injectable Recordkeeping Requirements.
(b)@nEddition®EoEhe@ecords@equiredibyBectionfl 735.3E@ndBubdivision
(a),Hor®terile@roducts@ompoundeddromBne@rE@norethon-sterilel
ingredients,@hedollowing@ecords@mustienade@ndikeptiby@hel
pharmacy:2
(6)@Preparation@ecordsdncluding@®hel@naster@vorkBheet,®heBreparationt
workBheet,End&tecords®f@nd-productivaluation@esults.?
(c)®Pharmacies®hall@naintain@nd@etainill@ecordsequirediby®hisGrticle
inRhe@harmacyldn@@eadily@etrievableformA#or@tdeast®hree®earsdromi
the@ate@he@ecord@vasitreated.l

1751.7. Sterile Injectable Compounding Quality Assurance and Process Validation.
(a)BAny@harmacy@ngageddn@ompoundingBterilenjectable@rugiproducts@hall
maintain,GsBart®Dfts@vritten@olicies@nd@procedures,@@Evritten@ualityZssurancel
planincluding,@nGdditionEo@heRlements@equiredibyBectionfl 735.8,&E
documented,Bngoing@juality@ssurance@rogrami@hat@nonitorsiersonnell
performance,@®quipment,Endfacilities.EThe@End@roductBhallbeExaminedBbnZE
periodic®amplingibasisEs@ieterminediby®he@harmacist-in-chargeossurehatdt?
meets@equired@pecifications.?

tXisually@nspect@or@bnormaliarticulate@natter@nd@olor,@ndintact
containersEndBeals.?

1735.8. Compounding Quality Assurance
(c)erhe@yuality@ssurance@lanBhall@nclude@vrittenBtandardsHorll
qualitativeBnd@juantitative@ntegrity,@otency,&juality,@nddabeledBtrength@nalysis?
ofompounded@rug®roducts.BlRualitativeBind@uantitativeBnalysis@eportsor
compounded@rug@products@halltbe@etainediby®heBharmacy@ndollated@vithEher
compounding@ecord@End@naster@ormula.?l

Sterility Testing

tHigh-riskdevelLSPs@reparediniatchesBfinore®haniSaEdenticall
containers,@BrExposeddonger@hanil 2GhoursEtRERtoBERand@Bhourszt?
warmerhan@BERbeforefbeingBterilized.?

Not Specifically Addressed

Bacterial Endotoxin
(Pyrogen) Testing

tEHigh-riskdevelfSPs,@®xcluding®hoseforinhalationEnd®phthalmica
administration,@reparediniatches@®finore®han5adentical
containers,BrExposeddongerthanil 2GhoursEtR EtoBRland@BEhoursEtRl
warmer@han@B2@beforeleingBterilized.?

Not Specifically Addressed

Identity and Strength

TANrittenBrocedures@o@erify@orrectddentity,@uality,Zamounts,Ende

1735.8. Compounding Quality Assurance

&
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Verification of puritiesfAngredients@ised@nESPs.A (a)AnyB®harmacy@ngagedin@ompoundingBhall@naintain,GEsiart@fitse
Ingredients written@oliciestand@rocedures,@@vritten@juality@ssurance@lan@esigned@ol
monitorEnd@nsurehedntegrity,Botency,Bjuality,Enddabeled®trength®D @
compounded®@irugiroducts.i
(b)ErheRyualityBssurance@lanBhall@nclude@vritten@roceduresdor
verification,@nonitoring,@nd&eviewdf®hedequacy®fthe@ompoundingBbrocesses
andBhall@lsodnclude@vritten@ocumentation®fEeviewdfhoselrocessestbyl
qualified@harmacy@ersonnel .kl
(c)erhe@yuality@ssurance@lan@hall@nclude@vrittenBtandardsdorkl
qualitativeBnd@juantitativelntegrity,Botency,Rjuality,EnddabeledBtrengthBnalysis?
oftompounded@rugiproducts.BlI@ualitativeBnd@uantitativenalysis@eportsifor®
compounded@rugibroductsZhalltbe@etainedby®hefharmacyEnd@ollated@vith@hel
compounding@ecord@nd@nasterformula.l
(d)ErheRyualityBssuranceilanBhall@nclude@@vritten@roceduredora
scheduled@ction@n®hevent@ny@ompounded@rugibroductdsver@iscoverediol
befbelowEninimumBtandardsForAntegrity,Botency,@uality,BrilabeledBtrength.@

1751.7. Sterile Injectable Compounding Quality Assurance and Process Validation.

(a)AnyBharmacy@®ngagedin@ompoundingBterile@njectable@rugpl
products@hall@naintain,ZskartDfAts@vrittenBoliciesBind@rocedures,@Evrittent
quality@ssurance@landncluding,@nGddition®oheRlementsEequiredibyBection
1735.8,@Rlocumented,®ngoing@uality@ssurance@rogram@hat@nonitorsipersonnel@
performance,@®quipment,BEndfacilities.EThe@nd@productBhallbeExaminedBnzE
periodic®amplingibasis@s@ieterminediby®he@harmacist-in-chargeossure®hatdt?
meets@equiredBpecifications.?

tWritten@roceduresio@nsuredabels®fELSPsEontain@orrectthames@nd® | 1735.8. Compounding Quality Assurance
amountsBri@oncentrations®fingredients,@otal@olumes,beyond-usel (a)AAny@harmacy@ngagedin@ompoundingBhall@naintain,Zsiart sk
dates,Btorage@onditions,EindXoute(s)BfExdministration.kl written@oliciesandibrocedures,@Evritten@ualityZssuranceilan@esignediol
monitorBnd@nsure®helntegrity,@otency,®uality,ainddabeled®trength@D
compounded@rugiroducts.i
(c)erhe@yuality@ssurance@lanBhall@nclude@vrittenBtandardsfor
qualitativeBnd@&juantitativedntegrity,Botency,&juality,@nddabeledBtrength@nalysisk
ofompounded@rug®roducts.BlRualitativeBnd@juantitativeBnalysis@eportsor
compounded@rug@products@halltbe@etainediby@heBharmacy@nd@ollated@vithEher
compounding@ecord@nd@nasterformula.z

1735.4. Labeling of Compounded Drug Products

(a)@nEAddition®ohefabeling@nformation@equired@inder?
Business@nd®rofessionsZodeBectionZ076,Rhefabel® &R
compounded@rugiroductBhall@ontain®he@Eenericthame(s)d
offthe@rincipal@ctivelingredient(s).R

(b)AABtatement@hat®@he@irugthastheen@ompoundediby@hell
pharmacy®halltbelncluded@®n®heRontainer®riniheReceipt?
provided@o®he@patient.?

(c)Drugiproducts@ompoundedinto@init-dose@ontainershat?
areooBmall®ridtherwise@mpracticaldorFull@ompliancel
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Environmental Quality and Control

Exposure of Critical Sites

TASOM lassBribetterir.R

withBubdivisionsfa)@nd@b)Bhalltbedabeled@vith@EtHeast®hell
name(s)®DfEhefctivelngredient(s),@oncentration®fEtrength,?
volumeriAveight,Bbharmacy@eference®ridotthumber,@nd
expiration@late.?

1735.5. Compounding Policies and Procedures
(c)Erhe@olicy@nd@rocedure@manual@hall@nclude@hedollowing:®
(4)@MDocumentation®fthe@nethodologyRised@oestdntegrity,@potency,Rjuality,EndEz

labeledBtrengthBftompounded@rug@products.?

1735.8. Compounding Quality Assurance

(a)AAny@harmacy@ngagedin@ompoundingBhall@naintain,Zsipart sk
written@olicies@nd@rocedures,@@vritten@uality@ssurance@lan@esigned@ol
monitor@nd@nsure®helntegrity,@otency,Rjuality,Eanddabeled®trengthD
compounded@irugibroducts.?

1751.2. Sterile Injectable Labeling Requirements.
InBdditionEohedabeling@nformation@equired@inder@Businesszndz
Professions@odeBection@076ndBectionfl735.4,GBpharmacy@vhich
compoundsBterileBroductsBhall@nclude®heFollowingd@nformation@®nhel
labelsHorthose@roducts:a
(b)iName@nd&oncentrationsfingredients@ontainedd@n®heBterileR
injectableBroduct.@
(c)@nstructionsHorBtorage@ndthandling.?
(d)RAlRytotoxicEhgentsBhalltbear@Bpecialdabel@vhichBtateskl
“Chemotherapy - Dispose@®fProperly.”®

1751.3. Sterile Injectable Policies and Procedures.
(a)AnyBharmacy@®ngagedi@n@ompoundingBterile@njectable@rugpl
products@hall@naintain@@Evritteniolicy@nd@procedure@nanualfor
compounding®hat@ncludes,@nGddition®o®he@lements@equirediby?
sectionL735.5,@vrittenolicies@ndiroceduresiegarding@hefollowing:&
(1)@ompounding,Hilling,Einddabeling®f&terilednjectable®ompounds.B
(2)dabeling®ftheBterilelnjectable@roductiased®nihedntended@outel

oftidministration@nd@ecommended@ate®f@dministration.?

State Law only addresses ISO Class 5 air for parenteral cytotoxic agents and
sterile compounds made from one or more non-sterile ingredients.

4127.7. Compounding Sterile Injectables from Nonsterile Ingredients;
Requirements
OnEnd@&fterAulyEl,E2005,@BbharmacyB@hallompoundBterilelnjectablel
products@rom@ne@ranorefonsterile@ngredients@n@®ne@@hedollowing®
environments:(
(a)ANnASORlassBHaminar@irflowthood@vithinBin@SORlass@leanroom.EThel

&
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cleanroomiEmustthave@bBositive@ir@ressure@ifferential@elative@ol
adjacent@reas.B
(b)BANASORIassBRIeanroom.l
(c)AAmbarrierfsolator®hat@rovidesEn@SORlassBEnvironmentdork
compounding.@

1250.4 Compounding Area for Parenteral Solutions. TheharmacyBhallthave@a
designated@readorihelreparation®dfBterileBroductsfor@ispensing@vhich
shall:&

1.8 InEccordance@vithFederalBtandard®209(b),Elean®oomEndANVorke
Station®Requirements,ontrolled®Environment,GsEpprovediby@hel
Commission,FederalBupplyBervice,feneral@ervicesBAdministration@neetl
standardsfor@lassf00HEPARhigh@fficiency@articulateir)Hiltered@ir?
such@s@aminar@irflowhood@rizlean@oom.B
*ClassELOOHEPAilteredm@irdAs@@quivalentEoASOBE

5.8 Any@pharmacy®hat@ompoundsBterile@njectableBroducts@romiBnebri
morefhonsterilelingredients@must@ompound®henedicationd@n@nefEhel
following@nvironments:&

e 5 .1ANnASORlassdaminari@irflowthood@vithinndSORlassF@leanroom.EThel
cleanroom@nustthave@ositiveirfpressureifferentialelativeol
adjacentreas.?

e  5.2AnASORlassBRleanroom.

e  5.3[AMarrierdsolator®@hat@rovidesEnASORtlassBEnvironmentHork
compounding.l

Note:Fordditional@bharmacy@mechanicalBtandard?
requirements,Beelhapter®,Talifornia@Mechanical@ode.?

505.5.1 Pharmacies: Laminar Flow Biological Safety Cabinet. In&lIBbharmacies
preparingparenteral@ytotoxicgents,@lRompounding@hallbeRonducted@vithink
atertifiedlassAITypeARrTlassAIEType@BFerticaldaminarirdflowhood@vithibagh
in-bag@ut@esign.ErheBharmacy@ust@nsure®hat@ontaminated@ir@lenumsEl
that@reflinderBositiveRirfpressurefredeakitight.?l
t@Preclude@irect@ontactie.g.,FBouchEndBecretions)@ontamination. Not Specifically Addressed
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I1SO Class 5 Air Sources,
Buffer Areas, and Ante-
Areas

tEABDufferGrealsBn@rea®hatBrovidestieastASOL|assF@irjuality.?

1250.4 Compounding Area for Parenteral Solutions. The®harmacyBhallthavezE
designated@readorEhe@reparation®fBterileBroductsdor@ispensing@vhich®
shall:@

2.2 InEccordance@vithFederalBtandard®209(b),ZleanfRoomEnd@EVorkE
Station@®Requirements,ontrolled®Environment,GsEpprovedibyihel
Commission,FederalBupplyBervice,feneral@ervicesBAdministration@neetf
standardsorlassBLOOHEPAFhigh@fficiency@articulateir)diltered@ir
such@s@aminar@irflowhood@ri@lean@oom.?
*ClassELOOHEPAHilteredm@irds@@quivalent®odSOBR

6.2 Any@pharmacy@hat@ompoundsBteriled@njectableBroducts@rom@neri
morelhonsterile@ngredients@must@ompoundi@henedicationdn@nefthel
following@nvironments:&

e 5.1AnASORlassdaminar@irflowthood@vithinBanASORIassF@leanroom.EThel
cleanroomi@nustthaveli@ositiveir@ressurelifferential@elativeol
adjacent@reas.?

e  5.2AnASORlassBleanroom.

e  5.3MAMarrierd@solator®hat@rovidesznASORtlassBEnvironmentHork
compounding.@l

Note:Fordditionaldharmacy@nechanicalBtandard®
requirements,Beehapter®,Talifornia@Mechanicalode.

4127.7. Compounding Sterile Injectables from Nonsterile Ingredients;
Requirements
OnEnd@&fterAulyEl,E2005,@BbharmacyBhallompoundBterilelnjectablel

products@rom@®neranorefonsterile@ngredients@n@®ne@@hedollowing®
environments:(

(a)AnASORlassBHaminari@irflowthood@vithinEn@SORlass@leanroom.EThel
cleanroom@nustthaveiositive@ir@ressure@ifferential@elative®odjacent@reas.?

(b)EAANASORtlassBEleanroom.

(c)A\Barrierfsolator®hat@rovidesEn@SORlassBERnvironmentdor
compounding.il

tiNew@epresentations®fFacilitydayouts.?

Not Specifically Addressed

tEach@ompoundingacility@hall@nsure®hat@achBource®fASOI|assEHER
environment@or@xposure®friticalBites@ndBterilizationtbyHiltrationdsR
properly@ocated,®perated,@naintained,@nonitored,BEndXerified.?l

1735.6. Compounding Facilities and Equipment
(a)AnyBharmacy@ngagedin@ompoundingBhall@naintain@vrittenk
documentation@egarding@heacilitiestand@quipmentiecessaryforBafendz
accurate@ompounded®@irugiroducts.AVherelpplicable,®hisBhall@nclude@ecordsfE
certification(s)®ffacilitiesrZquipment.?
(b)AnyRquipment@ised@o@ompound@irugkroducts@hallbbeBtored,Aised,?l
and@naintainedd@nccordance@vith@nanufacturers’Bpecifications.®
(c)AAnyRquipmentiised@o@ompound@irugiroductsfor@vhich@alibrationl
or@djustmentsBppropriateBhalltbeitalibrated@prior@ofise@o@nsureccuracy.l
Documentation@®fl@achBuch®alibrationBhallbe&ecordedd@n@vriting@ndEhesel
records®f@alibrationBhalltbbe@naintained@nd@etained@n®hel@harmacy.l

1751. Sterile Injectable Compounding; Compounding Area; Self-Assessment

&
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(a)AnyBharmacy@®ngageddnZompoundingBteriled@njectable@rugiroducts@hall
conform@o®heBarameters@ndequirementsBtatediby@rticle@.5FSectionFL735@:tER
seq.),BEpplicable®o@ll@ompounding,EndBhall@lsoRonformEo&he@arameters@nd?
requirementsBtatediby®his@Article@dSectionfl 751@tBeq.),@pplicableBolely&ol
sterilenjectable@ompounding.?
(b)AAny@harmacy@ompoundingBterilelnjectable@rugiproducts@hallthave®
designated@reafor@he@reparation®dfBterile@njectableBroducts@hichBhallineet
thefollowingBtandards:&
(1)TleanRoomEndANVorkBtationRequirements,BhallbednEccordancel
withBection@90A.3. 1 fTitleR4,®artR,Lhapter@ A Rhefaliforniaode R
Regulations.®
(3)Be@entilatedd@n@Enanner@nccordance@vithBection®05.12itleR4,2
Part®@,hapterB®DfEhelalifornia@ode®fRegulations.?
(4)BeRertifiedBnnuallytby@@yualified®echnician@vholsEamiliar@vithEher
methods@nd@roceduresforXertifyingdaminar@irflowthoodsEnd@lean@oomp
requirements,@nccordance@vithBtandards@doptediby@®he@nitedBtatesiGenerald
ServicesBAdministration.ertification@ecords@nusteRetaineddor@tdeastBFears.?
(5)Erhe@harmacy@hallfbefrrangeddnEccordance@vithBectionZ90A. 3B
TitleR4,®art®2,Thapter@B A Rheflalifornia@ode®fRegulations.@temsielatediol
the@ompounding®fBterilednjectable@roducts@vithin®he@ompounding@reaBhall
beBtored@nBuch@@EvayEs@o@naintain@®hedntegrity®fE@nZseptic@®nvironment.?
(c)AAnyBharmacy@ompounding@Bterile@njectableroductdromBBne@r@norethon-
sterile@ngredientsBhall@omply@vithBusinessBind®ProfessionsodeBection®127.7.0

1751.1. Sterile Injectable Recordkeeping Requirements.
(b)@nEddition®ohe@ecords@equiredibyBectionfl735.3@ndBubdivisionda),For@
sterile@roducts@ompounded@romB®ne@r@noreton-sterile@ngredients,®@hel
following@ecords@nustbe@nade@ndi&keptbyEhefharmacy:@

(3)Tertification®ftheBterile@ompounding@nvironment.?

(4)@DtherFacility@uality@ontroldogsBpecificko®he@harmacy’s@olicies?
and@rocedurese.g.,@leaningdogsHoracilities@nd@Equipment).d
(c)@harmacies@hall@naintain@nd@etainilI@ecords@equiredibyhisrticle@n®hel
pharmacylnG@eadily@etrievableform#orztdeast®hreeears@romihe@ate®hel
record@vasreated.l

1751.3. Sterile Injectable Policies and Procedures.
(d)@harmacies®ompoundingBterilednjectableBroductsFrom@neirEnorehon-
sterilefngredients@nustthave@vrittenioliciesBind@rocedures®hat@omply@vithihel
following:@

(3)@oliciesE@ndiproceduresnustEddress@tdeast®heFollowing:2

(F)@seBEnd@naintenance®f@Environmental@ontrol@levicesfised®@oXreatel
theritical@reador@nanipulation®fBterile@roductsie.g.,daminar-airflowl
workstations,iologicalBafety®@abinets,®@lassELOORleanrooms,E@ndibarrierdsolator?
workstations).?

(G)Regulartleaning®cheduleforhe@ontrolled@reandEny@Equipment?
in@heRontrolledGrea@nd®hellternation®fllisinfectants.®PharmaciesBubject@onk
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institutional@nfection@ontrol@olicy@naydollowRhat@olicy@shtelatesEoleaningl
schedules@ndheilternation®flisinfectants@ndieudf@omplying@vith&hisa
subdivision.?

1751.4. Facility and Equipment Standards for Sterile Injectable Compounding

(c)AlIRquipment@iseddn®heResignated@rea®rileanroomBEnustiednadel

of@Enaterial®hat@anteRasily@leaned@nd®isinfected.®

(d)Exterior@vorkbenchBurfaces@nd@®therfhardBurfaces@nhe@esignatedr
area,Buchs@valls,#loors,Xeilings,Bhelves,Eables,End&tools,@Enustie@isinfectedr
weekly@nd@fter@ny@inanticipated@venthat@oulddncreaseheisk@
contamination.i

(e)@harmacies@reparing@arenteral@ytotoxicgents@hall@ o onE
accordance@vithBection@1106(b)®DfTitleR2 4@ fRheRaliforniaBAdministrativefode,
requiring@@aminar@irdlowthood.fThethood@nusteertified@nnuallyiy@ualified®
technician@hols@amiliar@vith@heEnethodsEnd@roceduresfor@ertifyingdaminar
airflowthoodsEnd&leanroom@equirements,@AnGccordance@vith@NationalBanitation
Foundation®tandard@9&orlassAldLaminar@low)Biohazardabinetry,BEs&evised?
May, 19830
Certification@ecords@nustbeietaineddor@tdeast®hreedears.?

505.5 Pharmacies: Compounding Area for Parenteral Solutions. The@harmacy®
shallthave@Rlesignated@reaforiheipreparation@fBterile@roductsfor@ispensing
whichBhall:&

1.Be@entilated@nEEnanner@otinterfering@vith@aminar@irdlow.B
t@Placement®f@levicesde.g.,@omputers@nd®rinters)@&ndbbjectsie.g.,= Placement of Devices are Not Specifically Addressed

carts@ndabinets)zanelplacediniuffer@reas@ndBhallbeerified®y? 1550 4 Compounding Area for Parenteral Solutions. TheharmacyBhallthavea
testingbriinonitoring.2 designated@reaor@hefreparation®fBterileBroductsdor@ispensing@vhichi

shall:&
3.fThepharmacyBhallberrangeddn@Buch@Emannerithat@hedaminar-flowihooddsEl
located@nGnErea@vhich@sExposed@olninimal@rafficlow,nddsBeparatedromEnyR
areafiseddorfulkBtoragefAtemsthot@elated@o®he@ompounding®fBarenterall
solution.trhereBhallbeBufficient®pace,@vellBeparateddromiEhedaminar-flowthoodEl
area,@orheBtorage®fibulk@naterials,®BquipmentBnd@vastenaterials.?l

Viable and Nonviable tEnvironmentalBampling@hallbccurBsiart@@omprehensive@uality? Not Specifically Addressed
Environmental Sampling | managementprogramznd®hall@®ccur@minimally@henBeveral@onditions?
(ES) Testing exist.?

tETheESBrogram@houldiprovide@nformationRoBtaff@nddeadershipio Not Specifically Addressed

demonstrate®hat®@he@ngineering@ontrols@re@naintainingzni
environment@vithin@he@ompounding@reahat@onsistently@naintainsi
acceptablydlow®iable@nd@honviable@articledevels.?

Environmental tiCertification@ndiesting@®f@rimaryfLAFWs,BSCs,EAlsBndACIs)@ndR Not Specifically Addressed
Nonviable Particle secondary®®ngineering@ontrolsfdbuffer@ndzntereas)Bhalldel
Testing Program performediby@Rjualifiedd@ndividualthodess®han@veryBix@nonthszndE

wheneverithe@levice@®roomd@s@elocated,zltered,@r@najorBervicefol
thefacility@s@erformed.Lertification@roceduresBuch@sEhose@utlined?
in®hef ETAX ertificationf@GuideForBterilel
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Compoundingacilities§ CAG-003-2006)BhallbeRised.kl

Total Particle Counts

t@ertification®hat@Each@SORlassified@reade.g., ASORlassH,FFEndB)EsE
within@stablishedZuidelinesBhalltbeerformedioldess®han@very®
months@End@vheneverZhed AFW,BSC,ZAl,BrEACIdAsEelocated@®rEhel
physicalBtructure®f®hefufferfoomBriEnte-areathasibeenltered.B

T estingBhalltbe@performeddbyRualified@®perators@ising@urrent,Btate-
of-the-art@lectronicRquipment@vith@esultsineeting@SOR|ass, 7,@rBE
depending®nhe@equirements®fhefirea.?

TRAlIRertification@ecordsBhallbe@naintained@nd&eviewediby?
supervising@ersonnel@rither@lesignated@mployeeo@nsurehat®hel
controlled®nvironments@omply@vith®helbroper@irleanliness,@oomk
pressures,Bnd@ir@Ehangesi@erthour.?

Environmental Viable
Airborne Particle Testing
Program—Sampling

Plan

TERANEppropriate@nvironmentalBamplinglanBhalltbe@levelopeddor®
airborne@iable@articlestasedDn@BRiskEssessmentBf@ompoundingl®
activitiesBerformed.Bl

tBelectedBamplingBitesBhall@ncludefdocations@vithin@achASOR|assEBE
environment@nd@nZhe@SOTlassF@ndBGEreas,BndEheBegregated?
compounding@reast@reatest@iskbf@ontaminationde.g.,BvorkEreas
nearlhe@SOIlassBEnvironment,@ountersthear@oors,@ass-through
boxes).B

T heBlanBhall@ncludeBamplefiocation,Enethod®fiEollection,Erequency®
of@ampling,@olume®f@irBampled,E@nd®imef@ayzsEelated®oRctivityR
inkthe@ompounding@reand@ctiondevels.?

FAtAsGecommended®hat@ompounding@ersonnel@efer@ofSPEhapter?
Microbiological Evaluation of Clean Rooms and Other Controlled
Environments B1116BFand®@hefDCE&uidelinesforEnvironmentald
Infection@ontrol@n@EHealthcare@acilities-2003For@nored@nformation.i

Viable Air Sampling

TEvaluation®fGirborne@nicroorganisms@ising@olumetricollection®
methodsA@n@heRontrolledGir@nvironmentsBhallibelerformedibyr
properly@raineddndividualsforlI@ompoundingiiskdevels.?

tAmpactionBhalltbe®he®referred@nethod®fWolumetric@ir@ampling.@

TFordow-,Enedium-,Gindhigh-riskdevel@ompounding,@ir@amplingBhallz
be@performed@tiocations@hat@refrone®oRontamination@uring?
compounding@ctivitiesBind@uring@therctivitiesdikeBtaging,Habeling,?
gowning,@nd&leaning.ll

tlocationsBhalld@ncludeones®firdbackwash@urbulence@vithin@aminark
airflow@vorkbenchBnd@®ther@reas@vhereirtackwash@urbulence@nay?
enterthe@ompoundingirea.kl

tForAow-riskdevelESPsAvithEL2-hourBrAessBUD,Eirdampling@halltel
performed@tHocationsinside®hedSOXlassBEnvironmentnd@®ther
areasthat@red@nlose@roximity@ohedSO&lassBRnvironment,@uring?
theXertification®fthelbrimary@ngineering@ontrol.?

}onsiderationBhouldibeivenEoRhe@verall@ffect®he@hosenkl
sampling@nethod@villthave®nEhe@inidirectional@irflowAvithinE

T
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compounding@nvironment.?l

Air Sampling Devices

terhednstructions@nhe@nanufacturer’sfiser@anualdor@erificationEndX
usedf®lectriciirBamplersEhat@ctively@ollect@olumes®firdora
evaluationBhalltbeHollowed.&

TRABufficient@olume®Zird400-1000diters)BhallbeRested@tE®ach@
location@n@®rdero@naximizeBensitivity.?

HAtEs@ecommended®hat@ompoundingBersonnel@lsoEefer@oSPER
Chapter&1116>R&hat@an@rovide@norednformationBnEhefise@l
volumetric@irBamplers@nd@olume®f@ir@hatBhouldbeBampled@ol
detect@nvironmentalioburden@xcursions.k

Air Sampling Frequency
and Process

tRAirBamplingBhalltbeBerformed@tdeastBemiannuallydi.e.RBvery@ba
months),@sBpart®DEhede-certification®fFacilitiesBind@quipmentdorkl
area@vherelrimary@ngineering@ontrolsiredocated.?

TRABufficient@olume®f@irBhallbbeBampled@nd@he@nanufacturer’si
guidelinesforise@®fitheRlectronic@irBampling@quipment#ollowed.?

FRAnyHacility@onstructionBri@quipmentBervicing@nay@equire®hefheed?
toBperformi@irBampling@luringhese@vents.kl

T he@nicrobial@Erowth@nediabblates@ised®oollect@nvironmentald
samplingfre@ecovered,@oversBecuredie.g.,@aped),Anverted,EndEl
incubated@t@RemperatureBnddor@@ime@eriod@onducive®ol
multiplication@®fEmicroorganisms.k

T heBhumber®f@iiscrete@oloniesBfEmicroorganisms@hallbeRounted?
and&eported@s@olony-forming@initsfcfu)@nd@ocumented@BnEnEl
environmental@nonitoring@orm.Lounts@rom&irBnonitoringtheedobel
transformed@nto@fu/cubicEneter®f@ir@nd@valuateddor@dversel
trends.@

T SABhouldibelincubated@Et®B5°+2 HorR—3@ays.?

FIMEADrtherBuitabledungal@nediaBhouldibelncubated&t®28°+2 Hor
5-70

Pressure Differential
Monitoring

TEARPressureEaugedr@elocity@neterBhallbednstalled@o@nonitor@hel
pressure@lifferentialBr@irflowibetween®hebuffer@reand@Enteireal
andi@he@nte-areaBind®he@eneral@Environment®utside®hel
compounding@rea.?

T helesultsBhallbeReviewed@nd@ocumented®n@Eogttdeast@very?
workBhiftgminimumBErequencyBhalltbeZtdeast@aily)BribyRontinuous
recording@evice.?

T helpressurefbetween®hedSOR|assFE@ndFEeneraliharmacy@reaBhall
notfefess®hanB@Paf0.02@nch@vater@olumniw.c.).B

tAnHacilities@vhere@ow- and@Enedium-risklevelXSPsGre@repared,?
differential@irflow@hall@naintain@Eninimum@elocity@®D.2@
meter/second@40Fpm)ietweentbuffer@rea@nd@nte-area.l

Growth Media

TEAZeneral@nicrobiological@Erowth@nediumBuch@sBoybean—Caseini
DigesttMedium{alsofknowns&rypticaseBoyibrothTSB)BDrEgarfTSA))R
shallbefised@oBupport®he@rowth@fbacteria.?
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tiMalt@xtractBgardMEA)DrBomether@nedia@hatBupports@heZrowthi
offungiBhallibefiseddnthigh-riskdevelompounding@nvironments.?

TMedia@iseddorBurfaceBamplingBhalltbeBupplemented@vithEdditives?
tofheutralize@heRffectsBf@lisinfecting@gentsfe.g., BT SARvith@ecithinEnd@
polysorbate@0).2

Incubation Period
(For Environmental
Sampling)

Incubation Period
tEThe@nicrobial@rowthEnediaplatesfised®oollect@nvironmental
samplingl@re@ecovered,@oversBecuredie.g.,@aped),Anverted,BEndE
incubated@Et@@emperatureBEndfor@Eime@eriod@onducive®ol
multiplication®flEnicroorganisms.kl

T heBhumber®f@iiscrete@oloniesBfEmicroorganisms@hallbeRounted?
and&eported@s@olony-forming@initsfcfu)@nd@ocumented@BnEnEl
environmental@nonitoring@orm.Lounts@rom&irBnonitoringtheedoibel
transformed@nto&fu/cubicBneter®f@ir@nd@valuateddor@dversel
trends.@

T SABhouldbelncubated@t@B5°+2 Hor2—-3@ays.B

IMEADrtherBuitablefungal@nedia®houldibeldncubated@t28°+2 Horll
5-7@ays.?

Action Levels,
Documentation and
Data Evaluation

tBampling@ataBhalltbe@ollectedEnd@eviewednZBberiodictbasiszsEEl
meansf@valuating®he®verallRontrol®f@he@ompoundingl
environment.l

T@ompetent@nicrobiology@ersonnelBhalltbeonsulteddf@n?
environmentalBamplingonsistently@howsi|evateddievels@fEmicrobiall
growth.n

TAAnAnvestigationAnto®heBource®@he@nvironmental@ontamination
shallbbe®onducted.?

FAnyRfuRount@Ehat@xceedsAts@espectivectiondevelZhouldrompt@E
re-evaluation®fitheEdequacy@®fpersonnel@vorki@ractices,@&leaning?
procedures,®perational@rocedures,@nd@iriltration@fficiency@vithink
the@septicRompoundingdocation.?

}fTableititled, RecommendedctionAevelsFor@Microbialontamination?
should@®nlyeRisedEs@FEuidelinel

Facility Design and
Environmental Controls

t@ompoundingfacilitiesBre@hysically@esigned@nd@nvironmentally?
controlled®o@ninimizeGirborne@ontamination#rom&ontactingritical
sites.l

1735.6. Compounding Facilities and Equipment
(a)AnyBharmacy@®ngagedin@ZompoundingBhall@naintain@vritten
documentation@egardinghedacilities@ndEquipment@hecessaryForBafeznda
accurate@ompounded@rugiroducts.BVherepplicable,®@his@hall@nclude@ecords@ @
certification(s)®ffacilities@rEquipment.k
(b)AAnyRquipment@ised@oREompound@irughroductsBhallbeBtored,Aised,?l
and@naintainedd@nccordance@vith@nanufacturers’'Bpecifications.B
(c)RAnyRquipment@ised@oEompound@rugtroductsfor@vhich@alibrationl
ordjustmentds@EppropriateBhallbeRalibrated@rior@ofise®oEnsureccuracy.i
Documentation®fl@achBuch®alibration@halltbe@ecorded@n@vritingGand@hesel
recordsftalibrationBhallibe@naintained@nd@etainedd@n®he@harmacy.?
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1751. Sterile Injectable Compounding; Compounding Area; Self-Assessment
(a)AnyBharmacy@ngaged@nZompoundingBterile@njectable@rugiroducts@hall
conform@ohe@arametersBind@equirementsBtatediby@rticle®.5HSectionE 735@tE
seq.),BEpplicable®o@lIRompounding,BEndBhall@lsoRonformiEo®he@arameters@nd?
requirementsBtated@by®hisBArticlefF@Sectionfl 751 tBeq.),B@pplicableBolely®ol
sterilefnjectable@ompounding.?
(b)AAnyBharmacy@ompoundingBterilel@njectable@rugiroducts@hallthave@®
designated@readorithelpreparation®fBEterile@njectable@roducts@vhichBhall@neet?
thefollowingBtandards:&
(1)lean®RoomEnd@NorkBtation®Requirements,Bhallibel@nEccordancel
withBection@90A.3. 1B itle24,Part®2, I hapter@AbfRhelalifornialode@
Regulations.Bl
(3)Be@entilateddn@EEnannerG@n@ccordance@vithBection05.12 itleRR 4,7
Part@,hapterB@fEheialifornialCode@®fRegulations.?
(4)BeRertified@nnuallytby@@yualified®@echnician@vholsFamiliar@vithEher
methods@nd@roceduresforertifyingdaminar@irflowthoodsEnd&lean@oome
requirements,@nZccordance@vithBtandards@doptediby@he@nitedStates@enerall
ServicesBAdministration.ertification@ecords@nustbeRetaineddor@tdeastBFears.B
(5)erhe@harmacy®hallfbefrrangeddn@ccordance@vithBection@90A. 3D
TitleR4,®artR, I hapter@AdbfRhelalifornialCode@®fRegulations.dAtemsielatediol
the@ompounding@®fBterilednjectableBroducts@ithin@he@ompounding@rea@halla
beBtoreddnBuch@@vay@s@o@naintain®hedntegrity®f@nEseptic@Environment.?
(c)AAny@harmacy@ompounding@Bterile@njectableBroductdromBBne@rEnorethon-
sterile@ngredients@hall@omply@vithBusinessBind@®rofessionsodeBection®127.7.2

1751.1. Sterile Injectable Recordkeeping Requirements.
(b)@nEdditionRoRhe@ecords@equiredibyBectionfl 735.3@ndBubdivisionRa),Hor
sterile@roducts@ompounded@rom@®ne@r@norethon-sterile@ngredients,®@hel
following@ecords@nustibenade@ndikeptibyEhe@harmacy:R

(3)Tertification®fheBterile@ompounding@nvironment.?

(4)mtherHFacility@juality@ontroldogsBpecificRo®he@harmacy’s@oliciest
and@roceduresfe.g.,&@leaningdogsforAacilitiestind@quipment).kl
(c)@Pharmacies®hall@naintainBind@etain@li@ecords@equirediby@hisirticledn®her
pharmacy@n@eadily@etrievabledormFor@tdeast®hree®dearsdromi@he@ate®hel
record@vas@reated®

1751.3. Sterile Injectable Policies and Procedures.
(3)@Policies@nd@roceduresinustBddressEtdeast®hedollowing:Rl
(F)@seEnd@Enaintenance@®fEnvironmental@ontrol@evicesfised@o&reatel
thelXritical@reafor@nanipulation®fBterile@roductsde.g.,daminar-airflows
workstations,iologicalBafety@abinets,@lassFLOORIeanrooms,Endiarrierdsolator?
workstations).2

1751.4. Facility and Equipment Standards for Sterile Injectable Compounding
(c)AlRquipment@isedinhe@esignated@reatrileanroominustibenadel
ofta@naterial®hat@antbeRasily@leaned@nd@isinfected.
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(d)&Exterior@vorkbenchBurfaces@nd@®therthardBurfaces@n®heRlesignateda
area,Buch@s@valls,Hloors,&eilings,Bhelves,®ables,EndBtools,Enustbeisinfectedr
weekly@nd@fterBny@inanticipated®ventthat@oulddncreaseheisk@DfE
contamination.il

1250.4 Compounding Area for Parenteral Solutions. TheharmacyBhallthavezz
designated@reador@hepreparation®dfBterileBroductsdor@ispensing@vhich®

shall:&

1R InEccordance@vithFederalBtandard®209(b),Llean@®oomEnd@VorkE
StationRequirements,ontrolled@Environment,GsEpprovedby@heommission,
FederalBupplyBervice,EeneralBervicesBAdministration@EneetBtandardsHorilasskl
100HEPARhigh:fficiency@particulateir)diltered@irBuch@sdaminarirflowdhoodri
clean@oom.

20 Havelhon-porousEnd@leanableBurfaces,@valls,HloorsEand#loor@overings.?l
30 TheBbharmacyBhalltbe@rrangedi@nBuch@nanner@hat®hefaminar-flowe
hoodAsdocatedd@nGnZrea@vhich@s@xposedolninimal@rafficHlow,BnddsBeparatel
from@ny@reafisedforulkBtorage@®fAtemsthotielated@o®he@ompounding@®fl
parenteralZolution.trhereBhallbeBufficient®pace,AvellBeparateddrom@hedaminar-
flowthoodRirea,HoritheBtorage@®fbulk@naterials,®quipment@nd@vaste@naterials.?
5@ AnyBharmacy®hat@ompoundsBterilelnjectable@roducts@romBnerel
morefhonsterile@ngredients@must@ompoundihe@nedication@n@neftheHollowing
environments:(

e AnfASOR&lassaminarirflowthood@vithinEn@ASORIassF R
cleanroom.Thel@leanroom@nustthave@Bositiveir@ressurel
differential@elative®@odjacent@reas.?

e  5.2BANnASORlassBRleanroom.?

e  5.3MAMarrierf@solatorhat@rovidesEnASORlassBEnvironment
for@ompounding.ll

Note:Fordditionalbharmacy@nechanicalBtandard®

requirements,Beehapter®,Talifornia@Mechanicalode.?l

505.5 Pharmacies: Compounding Area for Parenteral Solutions. The®harmacyf
shallthave@@esignated@reaforheireparation®fBterile@productsfor@ispensing?
whichBhall:@

1.Belentilated@nEEnanner@otinterfering@vith@aminar@irdlow.?

t@ompoundingfacilitiesBhalldprovideB@omfortableEnd@vell-lighted®
working@nvironment,@vhichitypically@ncludesEiEemperature®R20°@re
coolerol@naintain@omfortable@onditionsFor@ompounding@ersonnel
when@ttired@n®he@equired@septicBompounding@arb.2

Not Specifically Addressed

t@rimary@ngineeringontrolsirovide@inidirectionaldi.e.,daminar)HEPAR
airGt@FelocityBufficient®olprevent@irbornelarticlesfrom@ontacting?
criticalBites.®

1751.3. Sterile Injectable Policies and Procedures.

(d)@harmacies®ompoundingBterile@njectableBroducts@rom@BnekbrE@noreihon-

sterilengredientsBnustthave@vrittenBoliciestind@procedureshat@omply@vithEhel

following:@

(3)@Policies@nd@roceduresinust@ddress@Etieast®hedollowing:?
(F)seRnd@naintenance®f@Environmental@ontrol@evicesfised@oRreatel

theXritical@reafor@anipulation®fBterile@roductsie.g.,aminar-airflow
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workstations,iologicalBafety@abinets,®lassFLOORIeanrooms,Endibarrierdsolator?
workstations).2

1250.4 Compounding Area for Parenteral Solutions. The@BharmacyB®hallthave@a
designated@reaforihelreparation®fBterileBroductsfor@ispensing@hichi

shall:&

1R InBiccordance@vithEFederalBtandard®09(b),Xlean@RoomEnd@N orkEl
StationRequirements,ZontrolledEnvironment,ZEsEpprovedibydhefommission,
FederalBupplyBervice,[GeneralBervicestBAdministration@neetBtandardsorxlass?
100EHEPARhigh@fficiency@particulateiir)diltered@irBuch@s@aminar@irflowhoodrE
clean@oom.

56 Anypharmacy@hat@ompoundsBterilenjectableBroducts@rom@nekbrzl
morefhonsterile@ngredients@must@ompound®he@nedication@n@®ne@fheHollowing
environments:(

. 5.1ANnASO&lass@aminar@irflowthood@vithinBAan@SO&lassEF R
cleanroom.Theleanroom@nustthave@Bbositiveirdressurell
differential@elativeodjacentreas.kl

° 5.2BAnASORIassBleanroom.?

° 5.3AmarrierfsolatorthatBrovidesEanA@SORtlassBEnvironmentl
for@ompounding.®

Note:ForZEdditional@bharmacy@mechanical@tandard?
requirements,Beelhapter®,Talifornia@Mechanicalode.?

tAnBituirGattern@Enalysis@iaBmokeXtudiesBhallbbeRonducted@thel
criticalBreao@emonstrate@inidirectional@irflowndBweepingction
over@nd@waydromEhelproductinder@lynamic@onditions.?

Not Specifically Addressed

t@Policies@nd@proceduresdor@naintaining@nd@vorking@vithin@&hell
primary@ngineering@ontrol@reaBhallbe@vrittenGndfollowed.Thel
policies@nd@procedures@villbbe@eterminediby®heBcopendiskdevels?
ofthe@septicompounding@ctivitiesfised@ uring@he@reparation®fEhel
CSPs.[

State Law only addresses sterile compounds made from one or more non-sterile
ingredients. Other risk levels are not specifically addressed.

1751.3. Sterile Injectable Policies and Procedures.
(d)@harmacies@ompoundingBterilednjectableBroductsdrom@neirEnorehon-
sterilengredients@nustihave@vritteniolicies@ndibrocedures@hat@omply@vithEhel
following:@
(3)@Policiestind@roceduresinust@ddressEtieast®hedollowing:?
(F)AseBEndEnaintenance®f@nvironmental@ontrol@evicesised®oRreatel
theritical@reafor@manipulation®fBterileBroductsfe.g.,daminar-
airflow@vorkstations,iologicalBafety@abinets,@lassLO0&Ieanrooms, Bl
andbarrierfsolator@vorkstations).B

1751.7. Sterile Injectable Compounding Quality Assurance and Process Validation.
(a)AnyBharmacy@®ngaged@nZompoundingBterile@njectable@rugh
products@hall@naintain,Gskart®fAts@vritten@olicies@ndirocedures,@a
written@jualityBssurance@landncluding,AnEddition®oheRlements?
requirediyBectionl735.8,@Rlocumented,Bngoing@juality@ssurancel
programihat@nonitorsiersonnel@erformance,®quipment,Endfacilities.?
The@nd@roductBhalltbe@Examined@®nzkeriodicBamplingibasis@s?
determinediby®he@harmacist-in-chargeossurehatft@neets@equiredr?
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specifications.fThefQualityBAssurance@rogramBhalldncludetdeast®hel

following:
(1)leaningEndBanitization®f®helparenteral@nedicationireparation@real
teThelprinciplesBfHEPA-filtered@inidirectionalirflowdn@he@vork? 1250.4 Compounding Area for Parenteral Solutions. Theharmacy®hallthavezE
environmentBhallbe@inderstoodEnd@racticed@n@he@ompounding? designated@reaorithelreparation®BterileBbroductsfor@lispensing@vhichi
processn@®rderochieve@heRlesired@®nvironmental@onditions.? shall:@l
1@ InBccordance@vithFederalBtandard®09(b),ZleanfRoomEnd@EVorkE

StationRequirements,LontrolledEnvironment,ZsEpprovedibyEhefommission,
FederalBupplyBervice,lGeneralBervicesBAdministration@neetBtandardsforlass?
100HEPARhighfficiency@articulateiir)diltered@irBuch@sdaminar@ird#lowthoodri
clean@oom.B

30 ThepharmacyBhallbeRrranged@nBuch@Enannerihat@hedaminar-flow
hoodsdocatedd@nEnErea@vhichi@s@Exposed@olninimalirafficdlow,End@sBeparatel
from@nyGreafisedorfbulkBtorage®fAtemsthot@elated@o@he@ompounding® X
parenteralBolution.tThereBhallbeBufficient®pace,AvellBeparateddromi@hedaminar-
flowthood@rea,HoritheBtorage@®fbulk@naterials,®quipmentZnd@vastel@naterials.?
tilean@oomsHorhonhazardousEnd@honradioactivelSPs@EreBupplied? Not Specifically Addressed
withBHEPARhat@nters@romeilings@vith@eturn@entsdowin@valls,@nd@
providethotiess@han@BO@ir&hangesierthour.

tBufferBreas@naintain.02- tod.05-inchBvater@olumniositivel Not Specifically Addressed
pressure,@nd@lothot@ontainBinksBr@irains.?
tR\ir@elocity@rombufferooms®rizones®onte-areasdsEtdeast0R Not Specifically Addressed

feet/minute.B
tEThe@primary@ngineering@ontrols@halltbe@laced@vithin@E@uffer@readn| 1250.4 Compounding Area for Parenteral Solutions. The@harmacy®ZhallthavezE
such@B@Enanner@sovoid@onditions®hat@ould@dversely@ffect®@heir® designated@reaforhe@reparation®fBterile@®roductsdor@ispensing@vhich
operation.B shall:@

1 InBccordance@vithFederalBtandard209(b),XleanfRoomEnd@EVorkE
Station@Requirements,LontrolledEnvironment,ZsEpprovedibyEhefommission,
FederalBupplyBervice,[GeneralBervicestBAdministration@neetBtandardsorxlass
100EHEPARFhigh@fficiency@particulateir)diltered@irBuch@sdaminar@irdlowthoodmrk
clean@oom.®

3@ TheBbharmacyBhalltberrangedi@nZuch@Enanner@hat®hefaminar-flowe
hoodsHocatedd@nBn@rea@vhichis@Exposed@odninimal@rafficHlow,End@sBeparatel
fromEny@reafiseddorulkBtorage®fAtemsthot@elated@oEhe@ompounding@®fl
parenteral®olution.tThereBhallbeBufficient®pace,@AvellBeparateddrom@hedaminar-
flowthood@rea,HoritheBtorage®fibulk@Enaterials,BquipmentBndBvastenaterials.kl

tEThe@rimary@ngineering@ontrols@halltbeilaced®ut®fhe@rafficlowd State law does not address HVAC system and room cross-drafts

and@nGBEnanneroGvoid@isruptiondFromiEhe@HVACBystem@nd@oome

cross-drafts.l 1250.4 Compounding Area for Parenteral Solutions. TheBbharmacy@hallthaveE
designated@reafor@he@preparation®fBterile@roductsdor@ispensing@vhichi
shall:@

1.0 InBccordance@vithFederalBtandard®209(b),EleanfRoomEnd@EVorkE
StationfRequirements,ontrolledEnvironment,@s@Epprovediby@hel
Commission,FederalBupplyBervice,feneral@ervicesBhdministration@neetl
standardsforlassBLOOBHEPARhighZfficiency@articulateir)Hiltered@ir®
such@s@aminar@irflowthoodbri@lean@oom.B
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3. ThebBpharmacy®halltbeBrrangedd@nBuchBEnannerihat@hedaminar-
flowthood@sAocatedd@nEnZreaBvhichAs@Exposed@ominimal@raffic?
flow,EndAsBeparatedromEnyreafisedoribulkBtorage®flitemsthotll
related@o@he@ompounding®fiparenteralZolution.EZThere@halldbel
sufficient®pace,@vellBeparatedfromi@hedaminar-flowthoodErea,dor
theBtorage®fulk@naterials,Bquipmentnd@vaste@naterials.?

THEPA-filteredBupply@irBhallbelntroduced@t®heeiling.?

Not Specifically Addressed

TRAIIHEPAHiltersBhallbefficiency®ested@ising®he@nost@enetrating
particleBizeEndZhalltbedeak@ested@mtEheFactory@nd®hendeakiested?
again@nBituGfter@nstallation.?

Not Specifically Addressed

tRActivitiesBind®asks@arriedBut@vithin®hefbufferBreaBhallibedimited®ol
only®hosefhecessary@vhen@vorking@vithinB&ontrolled@nvironment.?

1751.3. Sterile Injectable Policies and Procedures.
(3)@Policiesm@nd@roceduresinust@ddress@tieast®hefollowing:?
(E)@ersonnel@Eccess@EndEnovement®f@naterials@nto@ndihear®he@ontrolled@rea.?

t@nly®heFurniture,®Bquipment,Bupplies,End@ther@naterial@equiredd
forhe@ompoundingctivitiesolbelberformedBhalltbefbroughtinto®hel
room.?

1751.3. Sterile Injectable Policies and Procedures.
(3)@Policiestind@roceduresinust@ddressEtieast®hedollowing:@
(E)®Personnel@ccessEnd@novement®flEnaterialsintoEndthear®heontrolledrea.kl

tBurfacesBnd@ssentialdurniture@niuffer@ooms@riZonestnd@leant
roomsBhalltbefhonporous,Bmooth,monshedding,Ampermeable,
cleanable,Eind@esistant@oisinfectants.k

1751.4. Facility and Equipment Standards for Sterile Injectable Compounding
(c)RAlIRquipment@iseddn®heResignated@rea®rileanroomBEnusttednadeDEHE
material®hat@antbe@asily@leanedEnd&lisinfected.

1250.4 Compounding Area for Parenteral Solutions. TheBpharmacyBshallzhaveaR
designated@reafor@he@reparation®fBterileBroductsfor@ispensing@vhichBhall:@
20 Havelhon-porousnd&leanableBurfaces,@valls,Hloorszand#loor@overings.?l

tTheBurfaces®fiteilings,@valls,Floors,Hixtures,Bhelving,@ounters,Enda
cabinets@n@he@ufferrea@hallbe@mooth,Ampervious,@reefrom&racksk
and&revices,@nd@honshedding,®@hereby@®romotingleanability@nd@
minimizing@paces@n@vhich@nicroorganismsEnd@®ther@ontaminants@Enay@
accumulate.®

1751.4. Facility and Equipment Standards for Sterile Injectable Compounding
(c)AAlIRquipment@iseddn®heResignated@rea®riEleanroominustednadel
of@@naterial@hat@aneRasily@leaned@nd@isinfected.?

1250.4 Compounding Area for Parenteral Solutions. The@harmacy®ZhallthavezEl
designated@reaorithelreparation®fBterileBbroductsfor@lispensing@vhichi
shall:&
2.PHavethon-porousEnd@leanableBurfaces,@valls,HloorsE@nddloorEoverings.?l

terheBurfacesBhallbeResistant@oRamagey®isinfectant@gents.kl

1751.4. Facility and Equipment Standards for Sterile Injectable Compounding
(c)RAlRquipment@isedinhe@esignated@reatrleanroominustibednadel
ofa@naterial®hat@antbeRasily@leanednd@lisinfected.?

1250.4 Compounding Area for Parenteral Solutions. TheBharmacyBhalldhavezEl
designated@readorihelpreparation®fBterileBroductsfor@ispensing@vhich@hall:&
20 Havelhon-porousBnd@leanableBurfaces,@valls,HloorsEand#loor@overings.?l

tRunctures®fXeilings®o@vallsBhalltbeRoved@r@aulked@oBvoid&racks?
and&revices@here@irt@anBccumulate.l

Not Specifically Addressed

tieiling@ilesBhallbeRaulked@round@ach@erimeter@oBeal@hemoRhel
supportdrame.tl

Not Specifically Addressed

tThe@xterior@lensBurface®f@eilingdightingdixtures@hallbeBmooth,?
mounted#lush,EndBealed.?

Not Specifically Addressed
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tRAny@Dtherfenetrations@hrough@he®eiling@r@vallsBhalltbeRealed.Bl

T hebuffer@reaBhallthot@ontainBources®f@vatersinks)@ri#loor?
drains.WorkBurfacesBhallbe&onstructed®f@mooth,@mpervious
materials,Buch@sBtainlessBteelbr@nolded@lastic,BoRhat®hey@re@asily
cleaned@nd@isinfected.?

TartsBhalltbbe®fBtainlessBteel@vire,Bhonporousilastic,BrBheet@netal?
construction@ith@ood®uality,&leanableRasters®o@promotelnobility.?

TBtorageBhelving,@ounters,End&@abinetsBhallbeBmooth,Ampervious,@
freerom@racksEind@revices,thonshedding,@&leanable,@nd&isinfectable.?

1751.4. Facility and Equipment Standards for Sterile Injectable Compounding
(c)RAlIRquipmentRised@n@®he@lesignated@rearileanroomiEnustielnader
of@@Enaterial@hat@antbeRasily@leaned@nd@isinfected.®

1250.4 Compounding Area for Parenteral Solutions. TheharmacyBhallthavea
designated@reafor@he@preparation®fBterile@roductsfor@ispensing@vhichi

shall:&

Havefhon-porousind&leanableBurfaces,Bvalls,Floorsnd#loor@overings.?

N

T heirfhumber,@esign,BndEnanner@®finstallationEhedtems@EboveBhallzl
promote@ffective@leaning@nd@isinfection.®

AfReilings@onsist®fAnlaid@anels,@hefanels@houldibedmpregnated?
withEBpolymero@enderhemimperviousndihydrophobic.i

tiust-collecting®verhangs,Buch@seilingftility®ipes,Brdedges,Buch
as@vindowsills,Bhouldibevoided.?

FRAirEeturnsBhouldibe@nounteddownEhe@vall@reating@Eeneral®op-
down@ilution®fEoomBGir@vithEHEPA-filtered@nake-upir.B

Placement Of Primary
Engineering Controls
Within 1SO Class 7 Buffer
Areas

t@Primary@ngineering@ontrolsforfhonhazardous@ndionradioactivel
CSPsm@refocatedi@n@ufferreas,@xceptForfAlsEhat@re@rovenol
maintain@SOlassB@irAvheniarticle@ountsEreBampled®&of 2@nches
upstreamfriticalBite@xposurefreas@uring@erformance®ffhormall
inward@nd®utward@ransfer®flinaterials,Bnd@ompounding
manipulations@henBuchL Alskredocated@nir@juality@vorse®han@SO&
Class® .B

t@Presterilization@roceduresforthigh-riskdevelESPs,Buch@s@veighing
and@nixing,BhallbeRompleteddn@o@vorse®hanBnA@SORlassEBEl
environment.?

t@Primary@ngineeringontrols@hallbedocatedutBfErafficiatternsznde
away@romBEoom@irRurrentsEhat@ould®isrupt®helntended@irflow?
patterns.@

1250.4 Compounding Area for Parenteral Solutions. The@pharmacyBhallthave@a
designated@reaforihelpreparation®fBterile@roducts@or@ispensing@vhich

shall:@

1R InBhiccordance@vithFederalBtandard®209(b),Llean@®oomEnd@VorkEl
StationfRequirements,@ontrolledEnvironment,Gs@pprovedibydhefommission,
FederalBupplyBervice,@eneralBervicesBAdministration@neetBtandards@or&lassk
100EHEPARFhighfficiency@particulateir)diltered@irBuchBsdaminar@irdlowthoodr
clean@oom.

3m TheBbharmacyBhalltbeZrrangedinZuch@Enanner@hat®hefaminar-flowe
hooddsdocated@nZnErea@vhich@s@Exposed@oininimal@rafficlow,EinddsBeparatel

T
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from@nyrealisedForfulkBtorage®fAtemsthot@elated®oEhe@ompounding@® il
parenteralBolution.fThereBhalltbbeBufficientBpace,AvellBeparateddrom@Ehedaminar-
flowthood@rea,HoritheBtorage®fbulk@naterials,Bquipmentnd@vaste@naterials.kl

TANVhen@solatorsrefised@orBterile@ompounding,@he@ecovery@imeiol
achievedASOIlassBRir@uality@hallbe@locumented@ndidnternal
procedures@eveloped@o@nsurehatf@dequate@ecovery@imelstllowed?
after@naterial@ransferbefore@nd@uring®ompounding@®perations.?

TAVhenRompoundingBctivities#equire®he@nanipulation®fEatient’s?
blood-derived@®ridtheriological@naterialfe.g.,@adiolabeling@ibatients?
or@Rlonors@vhitelood®ells),®he@nanipulationsBhallbelearly
separateddrom@outine@naterial-handling@rocedures@nd@quipment?
used@nESPRreparationctivities,Bnd@heyBhallbeRontrolledibyBpecific®
standardi®perating@rocedures@n®rder®ovoid@ny&ross-
contamination.B

t@Food,@rinks,EndEtemsExposeddn@atient@areireas,@ndainpackingf
oftbulkBupplies@nd@ersonnel@leansingfnd@Earbingre@rohibiteddrome
buffer@reas@®r#ooms.

t@emarcation@esignationietweeniufferGreasbr@oomstndznte-
areas.l

tRAntisepticthand&@leansing@ndBterile@Eloves@nibufferBreasrooms.

f@Packaged@ompoundingBuppliestind@omponents,Buch@s@heedles,?
syringes,®@ubingBets,EndBmall- anddarge-volume@arenterals,Bhouldibel
uncartoned@nd@viped@own@vith@ERlisinfectant@®hat@oes@hotdeaveE
residuelfe.g.,BterileF70%APA)Avhen@ossible@nEnEnte-area,®fASORIassEl
8rir@uality,Beforefbeing@passedinto®hefuffer@reas.B

Cleaning and
Disinfecting the Sterile
Compounding Areas

tErained@ersonnel@vrite@etailed@roceduresiincludingileansers,?
disinfectants,@nd@on-shedding@vipeEnd@nop@naterials.?

1735.5. Compounding Policies and Procedures
(a)AnyBharmacy@ngagedidn@ompoundingBhall@naintain@@vritten@olicy?
andBbrocedure@nanual@or@ompounding®hatistablishes@rocurement@rocedures,i
methodologiesforheformulation@nd@ompounding®f@irugs,#acilitiesE@nd@
equipmentleaning,@naintenance,®peration,Bnd®therBtandard®perating
procedures@elated@o@ompounding.?
(c)erhe@olicy@nd@rocedure@manual@hall@nclude@hedollowing:@
(3)erhe@rocedures@or@maintaining,Btoring,&alibrating,&leaning,Binda
disinfecting@quipment@isedi@n@ompounding,EndforEraining@niheseBroceduresk
askpartdftheBtaffdrainingBind@ompetency@valuation@rocess.?

1751.3. Sterile Injectable Policies and Procedures.
(3)@PoliciesEind@roceduresinust@ddressEtieast®hedollowing:?
(G)Regularleaning®cheduleforheRontrolled@Erea@nd@ny@quipment?

in@he@ontrolled@rea@nd®helternation®f@lisinfectants.®PharmaciesBubject®oZn

institutional@nfection@ontrol@olicy@aydollowRhat@olicy@stEelatesEotleaning?
schedules@nd®heilternation®f@isinfectantsindieudfomplying@vith&his?
subdivision.

tileaning@nd@isinfectingBurfaces@n@he@ AFWs,BSCs,ECAls,EndEACIsE
shalltbe®leaned@nd@isinfected@requentlylincluding@t®helbeginning®f

T
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each@vorkBhift,Before@achfatchi@preparation@sBtarted,Rvery@BOR
minutes@uring@ontinuous@ompounding@eriods®BfindividualSPs,&
whenttherereBpills,And@BvhenBurface®ontaminationds&knownri
suspecteddrom@roceduralibreaches.?

T rained@ompoundingBersonnel@re@esponsiblefor@eveloping,B
implementing,Gind@racticing@heBbroceduresfor@leaningBndp
disinfecting@he@ CAs@vrittend@nEhe@EOPs.2l

1735.5. Compounding Policies and Procedures
(3)erhe@proceduresdor@naintaining,Btoring,&alibrating,@leaning,EndEl
disinfecting@quipment@isedd@n@ompounding,EndForraining@®nihesel
procedures@siartdftheBtafftraining@nd@ompetency@valuationl
process.ll

tileaning@nd@isinfecting@hall@®ccurbefore@ompoundingds?
performed.dtemsBhallbbe@emoved@romiliGreas@oibeleanedznd?
surfacesBhallibeileanediby@emovingoosednaterial@nd@esiduedrome
spills,®.g.,Mvater-solubleBolid@esidues@re@emovedvithBterileANVater
(for@njectionBrArrigation)Zndlow-shedding@vipes.trhisBhalldbel
followedby@viping@vithEEesidue-free@lisinfectingagent,Buch@sBterilel
70%EPA,Bvhichis@llowed@Eo@irybefore@ompoundingegins.?

Not Specifically Addressed

t@VorkBurfaces@n@SOXlassF@EndBE@reas@EndBegregated@ompounding
areasreleaned@tieast@aily.B

Not Specifically Addressed

t@ust@End@lebrisBhallbe@emoved@vhen@ecessarydromBtorageBitesk
for@ompoundingngredientsEindBupplies,Aising@@nethod®hat@loesmhot
degrade@heASOlassFFDrBGRirRuality.?

Not Specifically Addressed

Tt loorsAnASOLlassFRndBRreasreleaned@aily@vhenhol
compounding@ccurs.B

State law requires weekly disinfection of floors, while USP 797 requires daily.

1751.4. Facility and Equipment Standards for Sterile Injectable Compounding
(d)Exterior@vorkbenchBurfaces@nd@®therthardBurfaces@n@®helesignated@rea,
such@s@valls,Hloors,&eilings,Bhelves,®ables,EndBtools,@Enustieisinfected@veekly®
and@fter@ny@inanticipated®vent®hat@ould@ncrease®he@iskBdf@ontamination.?l

TAPAR70%Esopropyl&lcohol)@emains@®nBurfaces@obeisinfectedfor@t
least@B0BecondsieforeBuch@refised@®opreparefSPs.B

Not Specifically Addressed

tTEmptiedBhelving,@Bvalls,Bnd&eilings@nEnte-areas@releaned@ndR
disinfected@tdeast@nonthly.@

Difference in disinfecting schedules between USP797 and State Law

1751.4. Facility and Equipment Standards for Sterile Injectable Compounding
(d)Exterior@vorkbenchBurfaces@nd@therfhardBurfacesdn@®heResignated@rea,?
such@s@valls,Floors,&eilings,Bhelves,®@ables,EindBtools,EnustieRisinfected@veeklyl
and@fterBny@inanticipated@®vent@hat@ouldd@ncrease®heisk®df@ontamination.?

t@MoppingBhalltbeBerformediby®rained@ersonnel@isingBpproved?
agentsEind@rocedures@escribed@n@he@vrittenBOPs.B

Not Specifically Addressed

tiCleaning@nd@isinfectinggents,®heirBchedules®flise@EndEnethods@f
application®hallbednEccordance@vith@vritten@BOPsEndHollowedibyR
custodial@nd/or@ompoundingBersonnel.@

1735.5. Compounding Policies and Procedures
(a)AAnyBharmacy@®ngagedinompoundingBhall@naintain@@vritten@olicy?
and@rocedurenanual@or@ompounding®hat@stablishes@procurement?
procedures,@nethodologies#orheformulationEnd@ompounding®f@irugs,?
facilitiesEind@®quipmentleaning,@naintenance,B®peration,End@®therl
standard®perating@brocedures@elated@o@ompounding.il
(c)erheipolicy@nd@procedure@manual@hall@nclude®hedollowing:@
(3)erhe@roceduresdor@naintaining,Btoring,&alibrating,@leaning,GndEl
disinfecting@®quipment@isedd@n@ompounding,Binddoriraining@®n@hese@rocedures?
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asartdfheBtaff@raining@nd@ompetency®valuation@rocess.?

1751.3. Sterile Injectable Policies and Procedures.
(3)@olicies@nd@proceduresinustEddress@tileast®hedollowing:2
(G)Regularleaning®cheduledorihe@ontrolledEreandznyEquipment?
in®heontrolled@rea@nd®helternation®f@isinfectants.®PharmaciesBubject@onl
institutional@nfection@ontrol@olicy@naydollowRhat@olicy@stelatesEoleaning?
schedules@nd®helternation®f@isinfectantsindieudfomplying@vithhis?
subdivision.B

1751.7. Sterile Injectable Compounding Quality Assurance and Process Validation.
(a)AAny@harmacy@ngagedin@ompoundingBterilednjectable@rugk
products@hall@naintain,BEsBpart®fAts@vrittenioliciesBind@rocedures, &z
written@jualityBssurance@landncluding,Anzddition®Eohelementsk
requirediyBectionl735.8,B@ocumented,Bngoing@juality@ssurancel
program@@hat@nonitorsiersonnel@erformance,®quipment,Endfacilities.?
The@nd@roductBhalltbe@Examined@n@BeriodicBamplingibasis@s?
determinediby®he@harmacist-in-chargeossurehatft@neets@equiredr?
specifications.fThefualityBAssurance@rogramBhallincludetdeast®hel
following:

(1)&leaningEndBanitization@®fEhelbarenteral@nedication@reparation@rea.?
tEAlIEleaning@naterials,Buch@s@vipers,Bponges,End@nops,Bhallibel Not Specifically Addressed
nonshedding,@referably@omposed®f@ynthetic@icrofibers,zndz
dedicated@o@ised@n®helufferf@rea,Br@Ente-area,@ndBegregated?
compounding@reas@ndBhallthotibe@emoveddromEheseireas@Exceptr
for@isposal.®
tAfkleaning@naterialsre@eusedde.g.,@nops),BbroceduresBhallbed Not Specifically Addressed
developed@based®n@nanufacturerecommendations)®@hat@nsure@hatX
the@ffectivenessfithe@leaning@ieviceds@naintained@nd@epeateddlisel
doesthot@ddEoRhebioburden®f®hef@reaieingileaned.ll
tBupplies@nd@®quipment@emoveddromBhippingartonsZhalltbe@viped? Not Specifically Addressed
with@BuitableRlisinfecting@gentde.g.,BterileF 0%APA)@elivereddrom&E
sprayiottle@®r@therBuitable@elivery@nethod.?
tEAfter@he@isinfectant@sBprayed®riviped®n@Burfacefobel Not Specifically Addressed
disinfected,®@he®lisinfectantBhalltbe@llowed®oRiry,Bnd@uring®his@imel
the@temBhallfhotbefiseddor@ompounding@urposes.kl
tBterilefy0%APARvettedFEauzedadskribtherBarticle-generating Not Specifically Addressed
material@hallfhotbefised@o@isinfect®heBterile@ntry@ointsbfackages?
and@levices.?

Standard Operating Procedures

Suggested Standard tRAlIFacilities@re@equired@obhavehese,Bind@hey@nustincludetdeast? | 1735.5. Compounding Policies and Procedures
Operating Procedures theAtems@numeratedd@nihisBection.? (a)BAnyBharmacy@ngagedin@ompoundingBhall@naintain@@Evritteniolicy@nd®
ThefLompounding@acility@hallthave@vritten,Bbroperly@pprovedBOPsEl proceduremanual@orompounding®hat@stablishes@procurement@rocedures,@
designed@o@nsure®he@juality@®fhe@nvironmentin@AvhichZECS PASEI methodologies@orheformulationEnd@ompounding@®f@irugs,Hacilitiesznda
prepared.fTheollowing@procedures@Ere@ecommended: equipment&leaning,@naintenance,@peration,BEnd®btherBtandard@®perating?
TheRontent@nZhis@ocumentdsEheBbroperty@®fthedosBAngeles@ounty@epartment@BfHealthBervices.BAllRights@eserved.ENoBpart®Dfhis@ocument@nayiel
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—_____________________________________________________________________________________________________________________________________________________________________________________________________________________________________]
procedures@elated®o@ompounding.?
(b)erhe@policy@nd@rocedurenanual@hallbeeviewed@BbnEnZnnualiasistyihell
pharmacist-in@harge@nd@hallbeRfipdated@henever@hanges@n@rocessesrel
implemented.?
(c)erheipolicy@nd@procedure@manual@hall@nclude®hedollowing:&
(1)@ProceduresdorthotifyingBtaffassigned@o@ompounding@iutiesnyEl
changesAnBrocesses@®ro@he@olicyEndirocedure@nanual B
(2)@documentation@® @B lanForecalBfERispensed@ompounded@rugh
product@vhereBubsequent@erification@emonstrates@heBotentialfor@dversel
effects@vith®ontinuediise®f@B@Eompounded@rugiproduct.?
(3)erhel@roceduresfor@naintaining,Btoring,&alibrating,&leaning,Eand
disinfecting@quipment@lisedd@n@ompounding,Banddorraining@®n@hese@roceduresse
partfiEheBtaff@raining@nd@ompetency@valuation@®rocess.
(4)@documentation®fEhe@nethodology@ised®oiestdntegrity,@otency,?
quality,@nddabeledBtrength®f@ompounded®irugiproducts.k
(5)@ocumentation@®fhe@nethodology@ised®o@etermine@ppropriatel
expiration@latesForompounded@rug@roducts.?l

1735.8. Compounding Quality Assurance

(a)BAny@pharmacy@®ngaged@n@ompoundingBhall@naintain,Eskpart@tsH
written@oliciesEindirocedures,@@vritten@uality@ssurance@lan@esigned@o@nonitork
and@nsurehelntegrity,@otency,®uality,anddabeled®trength®f@ompounded@irugk
products.B

1751.3. Sterile Injectable Policies and Procedures.
(a)AAnyBpharmacy@®ngageddn@ompoundingBterile@njectable@lrugiroducts?
shall@naintain@@vritten@olicyBandBrocedure@nanual@or@ompounding®hatincludes,?
in@dditionRo®he@®lementsequiredibyBectionl735.5,@vrittenBoliciesndEl
proceduresegardingthefollowing:l
(1)ompounding,Hilling,Enddabeling@®fBterilednjectable®ompounds.?l
(2)dabeling®ftheBterilelnjectable@roducttasedbn@hefntended@oute R
administration@nd@ecommended@ate®fEdministration.?
(3)EquipmentEndBupplies.?
(4)erraining®fBtaff@n®helpreparation®fBterilednjectableroducts.@
(5)@roceduresdorthandling@ytotoxicgents.Bl
(6)mualityEssuranceirogram.z
(7)Recordikeeping@equirements.k
(b)Erhelngredients@nd@he@ompounding@brocessdor@ach@reparation
mustibe@leterminedd@n@vritingfbefore@ompoundingibeginsEnd@nustibe@eviewedibyr
aharmacist.?
(c)@Pharmacies@ompoundingBterile@njectableBroductsBhallthave@vrittenr
policies@ind@roceduresFortheRlisposal®finfectious@naterials@nd/or@naterials?
containingtytotoxic@esidues.ZThe@vritten@oliciesEnd@roceduresBhall@escribehel
pharmacy@rotocolsforleanupsEndBpills@n@onformity@vithdocalthealthGurisdiction
standards.l@
(d)@harmacies@ompoundingBterilednjectableroducts@romiBbneriEnorel

TheRontent@nZhis@ocumentdsEheBbroperty@®fthedosBAngeles@ounty@epartment@BfHealthBervices.BAllRights@eserved.ENoBpart®Dfhis@ocument@nayiel
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non-sterilelngredients@nustfhaveBvrittendolicies@ndirocedures®hat@omply@vith®
thefollowing:2
(1)EAlIEvritten@oliciesBind@roceduresBhallbe@mmediately@vailablefol IR
personneldnvolved@n®hesectivitiestandiboardinspectors.i
(2)BAlIbersonneldnvolvedi@nust@ead®he@oliciesz@ndiroceduresteforel
compoundingBterilel@njectable@roducts,Bndznydditions,@evisions,Eind@eletionsk
tothe@vritten@oliciesEndirocedures@nustibe@ommunicated®oilifersonneld
involvedd@n@terile®ompounding.B
(3)@Policiestand@roceduresinust@ddress@tieast@hedollowing:@
(A)ZompetencyRvaluation.?
(B)BtorageBndthandling@fproductsBindBupplies.?
(C)Btoragemnd@elivery@®fFinalGbroducts.B
(D)EProcess@alidation.Bl
(E)@Personnel@ccess@EndEnovement®finaterialsdnto@nd@hear@hel
controlledi@rea.B
(F)@WseFEndEnaintenance®f@Environmental@ontrol@evicesfised@o&reatel
theriticalBreafor@manipulation@®Bterile@roductsie.g.,daminar-airflow
workstations,iologicalBafety@abinets,@lassELOORIeanrooms,End@arrierdsolatorf
workstations).?l
(G)Regular@leaning@cheduledor@he@ontrolled@EreaBndEnyRquipmentdni
the@ontrolled@rea@nd®helternation®f@isinfectants.@harmacies@ubject@onk
institutional@nfection@ontrol@olicy@nayFollowRhat@olicy@st@elates@oleaningl®
schedules@nd&heilternation®flisinfectants@ndieudf@omplying@vithhisz
subdivision.?
(H)Disposal@®fipackaging@naterials,Mised®yringes,&ontainers,Zindheedles?
to@nhanceBanitationBnd@voidccumulation@n@®heontrolledirea..?
(NEForBteriledatch@®ompounding,@vritten@oliciesBind@rocedures@nustier
establishedforhefise®fEnaster@ormulas@nd@vorkBheets@ndForEppropriatel
documentation.?
(J)Bterilization.B
(K)End-product@®valuation@ndi&esting.?

1751.7. Sterile Injectable Compounding Quality Assurance and Process Validation.
(a)AAnyBpharmacy@ngageddn®ompoundingBterile@njectable@lrugiroducts?
shall@naintain,zs@artEts@Avritten@oliciestind@rocedures,@avritten@uality?
assurance@landncluding,@nzddition®@ohelements@equiredibyBectionfl735.8, R
documented,Bngoing@juality@ssurance@rogrami@hat@nonitorsiersonnel
performance,®quipment,Bindfacilities.EThe@End@roductBhallbe@Examined@nzE
periodicBamplingibasis@s@leterminediby®he@harmacist-in-chargeozssurehatit?
meetsequired@pecifications.?
1.8 AccessohebufferBreads@estricted@o@jualified@ersonneld 1751.3. Sterile Injectable Policies and Procedures.

withBpecific@esponsibilities@rssigned@asksdnihel (3)@Policiesmnd@roceduresinust@ddress@Etieast@hedollowing:@
compounding@rea.? (E)@Personnel@ccess@EndEnovement®flnaterialsdnto@nd@hear®he@ontrolledzrea.B
2.2 All&artonedBuppliesBre@lecontaminateddnherealy? 1751.3. Sterile Injectable Policies and Procedures.
removinghem@romBhippingartonsEnd@vipingrBpraying (3)@PoliciesEnd@roceduresinust@ddress@Etieast@hedollowing:@
them@vith@@honresidue-generating@isinfecting@gent@vhilel (H)mDisposal@®fackaging@naterials,AisedByringes,@ontainers,Bind@heedles?
TheRontent@nZhis@ocumentdsEheBbroperty@®fthedosBAngeles@ounty@epartment@BfHealthBervices.BAllRights@eserved.ENoBpart®Dfhis@ocument@nayiel
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they@reeing@ransferred@o@@leanBnd@roperly@isinfected®
cartridther@onveyancedorAntroductiondnto®hefuffer@rea.tl
Manufacturer’s@lirections@®riublished@latafor@ninimume
contact@ime@villbeHollowed/Andividual@ouchedBteriled
suppliestheed@ote@vipedibecausehe@ouchesEaniel
removed@sEheseBterileBupplies@redntroducedinto@hel
buffer@rea.r

tonhanceBanitationEindZvoidEccumulation@n@heRontrolled@rea.?

3.0

Suppliesithat@re@equireddrequently@®ri®therwisefheeded?
close@tthandibut@hotihecessarilytheededHEortheEcheduledr
operationsfitheBhiftEre@econtaminated@ndBtored@nkl
shelving@nhente-area.l

Not Specifically Addressed

4.0

CartsisediotbringBuppliesfrom@heBtoreroom&annotiel
rolledibeyond®he@emarcationdinedn@he@nte-area,Bndartsk
used@nEhe@uffer@rea@annotieiolled®utwardbeyond@hel
demarcationd@ine@inless&leaned@nd@isinfected@eforel
returning.il

Not Specifically Addressed

5.0

Generally,Bupplies@equired®orEheBcheduled@®perationsBfi
theBhiftB@re@viped@lown@vithEanZEppropriate@isinfecting
agent@ndibroughtin@®hetbuffer@rea,Bbreferably@Bn@ner
morel@novablearts.Bupplies®hat@re@equireddorack-upl
for@eneralBupport®fperationsEnayieBtored@nihel
designatedBhelvinglin@heuffer@rea,@but@xcessiveBmounts
ofBupplies@Erefoibevoided.Bl

1250.4 Compounding Area for Parenteral Solutions. TheharmacyBhallthavea
designated@reaforihelpreparation®BterileBroductsFor@lispensing@vhichBhall:2
3.: Thepharmacy®hallberrangeddnBuch@Enannerthat@he@aminar-flowthooddsk
located@n@nErea@vhich@s@Exposed@o@ninimalirafficlow,Eandd@sBeparate@romEnyk
arealiseddoribulkBtorage®flitemsthot@elated@o®he@ompounding®fiarenterall
solution.BrhereB@halltbeBufficient®pace,@vellBeparateddromEhedaminar-flowthoodEl
area,HoritheBtorage®fibulkEnaterials,®quipment@End@vaste@naterials.?l

6.0

Nonessential®bjects®hatBhed@articles@hall@hotibedbrought
intohefuffer@rea,@ncluding@encils,@ardboard@artons,?
paperowels,Bind@otton@temske.g.,Bauzebads).Bl

Not Specifically Addressed

EssentialBaper-related®roductsie.g.BaperByringel
overwraps,@vork@ecords@ontained@iprotectiveBleeve)&hallzl
be@viped@own@vithEinEppropriate@isinfecting@gent@rior&ol
beingroughti@nto®he@uffer@rea.n

State Law Addresses Equipment but Makes No Specific Mention of Essential Paper-
related Products.

8.8

TrafficlowAnndut®DfEhebufferBreaBhalltbe@ninimized.?

1751.3. Sterile Injectable Policies and Procedures.
(3)@Policiestand@roceduresinust@ddress@Etieast@hedollowing:@
(E)@ersonnel@ccessEnd@novement@fEnaterials@nto@ndihear@he®ontrolled@rea.?

9.0

Personnel@reparingo@nter@hefuffer@rea@hall@emove|Iz
personalduter@arments,@osmetics?(because@heyBhedr
flakes@ndiarticles),Bnd@lithand,Bvrist,Eand@DtherMisiblel
jewelry@®ripiercings@hat@andnterfere@vithEheffectivenessk
of PPE.1

State Law Only Addresses Garbing Requirements for Sterile Preparations Made
from One or More Non-sterile Ingredients and Cytotoxic agents.

10.2 Personnel@ntering@®hente-areaBhall@on@ttire@escribedEn

Personnel Cleansing and Garbing and Personnel Training and
Competency Evaluation of Garbing, Aseptic Work Practices
and Cleaning/Disinfection Procedures.

1751.4. Facility and Equipment Standards for Sterile Injectable Compounding

(b)During®hel@preparation®fBteriled@njectable@roducts,BEccessRorhel
designated@reari@leanroomi@nustibelimited@o®hosel@ndividuals@vhoreiroperly?
attired.l

11.0 Personnel®hall@hen®horoughly@vashthands@ndforearmsiol

Not Specifically Addressed
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theRIbowAvithBoapEnd@vaterforEtdeastB0OBeconds.BAnGirkl
dryer@®ri@lisposable@honsheddingowelsErefised@o@rythandsk
anddorearmsftervashing.ll

12.@ Personnel@ntering®hefbuffer@rea@hallerform@ntiseptic®
hand®&leansing@prioro@onning&terile@Elovesising@vaterless?
alcohol-basedBurgicalthandBcrub@vith@ersistentctivity.Bl

13.@ Chewing@um,®irinks,&andy,BrfooddAtemsBhallthotibel
brought@nto®heuffer@Brea®ri@nte-area.MMaterials@Exposed
in@atient®@are@End@reatment@reasBhallmheverielintroduced?
intoreas@here@omponentsBinddngredients@orSPsErel
present.l

14.3 Atithefbeginning®f@ach@ompoundingctivityBession,EndR
wheneverfliquids@reBpilled,RheBurfaces®®he@irect?
compounding@nvironment@redirst@leaned@vith@SPPurified®
Waterlo@emove@vater-soluble@esidues.dmmediately?
thereafter,@heBameBurfaces@re@isinfected@vith@@
nonresidue-generatinggentising@mhonlinting@vipe.Bl

15.@ Primary@ngineering@ontrolsBhallbe@®perated@ontinuously
during@ompounding@ctivity.BVhenheibloweri@sEurnedmdffE
andiefore@®therersonnel@ntero@erform@ompoundingl
activities,Bnly®neBersonBhall@nter®@hetbuffer@reafor@hel
purposes®f@urning@n@hefblower@for@tdeast20@Eninutes)d
and@isinfecting®he@vorkBurfaces.®

16.8 TrafficAn®herea®fthe@D CA@sEninimized@nd@ontrolled.? 1751.3. Sterile Injectable Policies and Procedures.

(3)@Policiestand@roceduresinust@ddress@Etieast®hedollowing:@

(E)®Personnel@ccessBind@novement@fnaterialsinto@ndhear®he@ontrolledrea.kl

17.8 Suppliestised@n@®he@ CAFor®he@lanned@roceduresirel
accumulated@nd®hen@lecontaminatedby@viping@®rBprayingl
the®uterBurface@vithBterile@0%APADr#emoving@he@uterd
wrap@tiheFdge®D®he@ CARsRhedtemiAsA@ntroducedintohel
aseptic@vork@rea.rl

18.8 AllBupply@temsire@rrangeddn®@heDCABoRsRoFeducel
clutterBnd@provide@naximumifficiency@nd@®rderforhel
flow@vork.B

19.@ AfterBroperdntroduction@nto®he@ CABBupply@tems
requireddor@ndidimited@o®hessignedperations,®heyrel
so@rranged®hat@iXlear,Aininterrupted@ath®DHEPA-filtered®
air@villtbathe@lIZriticalBites@Et@IlI@imesRluring®he@lanned?
procedures.Thatfls,Bho®bjects@nayibedplacedibetweenhel
first@ir@romEHEPAHiltersBindEnExposediriticalBite.R

20.8 Allbrocedures@rederformeddn@Enanner@esigned®ol
minimize®heRiskdfRouch@ontamination.[Gloveskrel
disinfected@vithBdequate@requency@vithEnZpproved?
disinfectant@uch@sBterilef70%APA.R

21.0 AllRubberBtoppersfialsndibottles@nd®hefhecksm
ampuls@re@isinfectedby@viping@vithBterileF7T0%HAPAGRNE

) Theontentd@n@his@locumentds@heiroperty@®f@hed osBAngelesounty@epartment®fHealthBervices.BAllRights@eserved.ENoBart®fhis@locument@nayibel
reproduced@nd/orfised@n@Eny@orm@vithout@vrittenBermission@romAosBAngeles@ounty@epartment®fHealthBervicesBDepartment®BfPharmacy@ffairs.?
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waitingfortdeastf@l0Becondsiefore®hey@re@ised®ol
prepareSPs.B

223 AftertheBpreparation@®fEverySP,RheontentsBfithel 1735.2. Compounding Limitations and Requirements; Self-Assessment
container@re®horoughly@ixed@&nd®@hendnspecteddorhel (d)EAARIrugiroductBhallthotieEompoundedintilhe@pharmacythasirstl
presenceBfBarticulate@natter,Rvidence®flincompatibility,Bril| prepared@@vritten@nasterformula@ecord@®hat@ncludestideast®hefollowingf
other@lefects.? elements:

(4)muality@eviews@equired@t@achBtepAnireparation®fEhe@rug.Bl

(5)@ost-compounding@rocessriproceduresequired,dfzny.R

(f)erheBharmacist@erforming@®rBupervising@ompoundings@esponsiblel
forhel@ntegrity,Bbotency,&juality,EnddabeledBtrength@Bf@REompounded@irugh
product@intild@tds@ispensed.?

1735.8. Compounding Quality Assurance
(a)AAnyBpharmacy@ngageddn®ompoundingBhall@naintain,Zskart@fftsE
written@olicies@nd@procedures,@@vritten@uality@ssurance@lan@esigned@o@nonitor
and@®nsurelthedntegrity,Botency,Buality,EanddabeledBtrength®f@ompounded@irugh
products.B
(b)Erhe@yualityBssurance@lanBhall@nclude@vritten@roceduresdor
verification,@nonitoring,@nd@eview@hedequacy®f@he@ompounding@rocesses
andBhall@lsolnclude@vritten@ocumentation®fEeviewdf®hoselprocessesibyl
qualified@pharmacyBersonnel.?
(c)erhe@yuality@ssurance@plan@hall@nclude@vrittenEtandardsHor@ualitativel
and@juantitativelntegrity,@otency,@uality,@nddabeledBtrength@nalysismbf
compounded@rug@roducts.BAli@ualitativeBind@juantitative@nalysis@eports@or?
compounded@rugiroductsBhallteetainediby®@he@harmacy@ndollated@vith@hel
compounding@ecord@nd@nasterformula.k
(d)erhe®yuality@ssurance@lanBhall@nclude@@vritten@roceduredor
scheduled@ction@n@heRventEny@ompounded@rugiroductis@Ever@iscoveredioiber
below@ninimumBtandardsforntegrity,Botency,@uality,BridabeledBtrength.@

1751.7. Sterile Injectable Compounding Quality Assurance and Process Validation.
(a)BAny@pharmacy@®ngaged@n@ompoundingBterilefnjectable@rug@products@hallz
maintain,GsBart®fAts@vrittenBoliciesBnd@rocedures,B@vritten@jualityGssurancel
plani@ncluding,@nGddition®ohelements@equirediyBectionFl735.8,&E
documented,Bngoing@juality@ssurance@rogrami@hat@nonitorsiersonneld
performance,@quipment,Bindfacilities.EThe@End@roductBhallibe@Examined@nzE
periodicBamplingfbasis@s@ieterminediby®he@harmacist-in-chargeohssure®hatit?
meets@equired@pecifications.l
23.3 AfterBroceduresi@re@ompleted,MisedByringes,bottles,Wials? | State law addresses disposal of equipment and materials but makes no mention of
and®therBupplies@re@emoved,but@vithBEEninimumDE@xitd minimum of exit and reentry into the DCA
and@eentryinto®@he@ CABo@sEoEminimizelheRisk@f
introducing@ontamination@nto®he@septic@vorkspace.?
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California State Board of Pharmacy STATE AND CONSUMER SERVICES AGENCY
1625 N. Market Blvd, N219, Sacramento, CA 95834 DEPARTMENT OF CONSUMER AFFAIRS
Phone: (916) 574-7900 GOVERNOR EDMUND G. BROWN JR.
Fax: (916) 574-8618

www.pharmacy.ca.gov

June 4, 2013
To: Members, Enforcement and Compounding Committee

Subject: Agenda Item Il (e) — Discussion Regarding Batches

Board regulations related to compounding are found in Title 16 of the California Code of Regulations,
Article 4.5 (all compounding) and Article 7 (related to sterile injectable compounding).

On April 1, 2013, regulation changes went into effect that apply to compounding definitions, expiration
dating, recordkeeping requirements, and labeling of cytotoxic agents. During this rulemaking, the board
was asked what the board’s definition of “batch” is, and what requirements apply to batching — but
these topics were not within the scope of the regulation change.

At this meeting, the committee will initiate a new discussion of “batch.” The following references are
provided for the committee’s information.

Existing Board Regulation
§ 1751.7. Sterile Injectable Compounding Quality Assurance and Process Validation.

(c) Batch-produced sterile injectable drug products compounded from one or more non-sterile ingredients
shall be subject to documented end product testing for sterility and pyrogens and shall be quarantined until
the end product testing confirms sterility and acceptable levels of pyrogens.

(d) Batch-produced sterile to sterile transfers shall be subject to periodic testing through process validation
for sterility as determined by the pharmacist-in-charge and described in the written policies and procedures.

United States Pharmacopeial Convention (USP)
“Batch” — More than 25 units

!American Society of Health System Pharmacists (ASHP)

Excerpt:

Risk Level 2.

Risk level 2 sterile products exhibit characteristic 1, 2, or 3, stated below. All risk level 2 products should be
prepared with sterile equipment, sterile ingredients and solutions, and sterile contact surfaces for the final
product and with closed-system transfer methods.

! American Society of Health-System Pharmacists. ASHP Guidelines on Quality Assurance for Pharmacy-Prepared
Sterile Products. Am J Health-Syst Pharm. 2000; 57:1150-69. Available at http://www.ashp.org


http:http://www.ashp.org
http:www.pharmacy.ca.gov

Enforcement and Compounding Committee — June 4, 2013
Agenda ltem Il (e)
Page 2

Risk level 2 includes the following:

1. Products stored beyond 7 days under refrigeration, stored beyond 30 days frozen, or administered
beyond 28 hours after preparation and storage at room temperature.

2. Batch-prepared products without preservatives (e.g., epidural products) that are intended for use by
more than one patient. (Note: Batch-prepared products without preservatives that will be administered to
multiple patients carry a greater risk to the patients than products prepared for a single patient because of
the potential effect of inaccurate ingredients or product contamination on the health and well-being of a
larger patient group.)

3. Products compounded by complex or numerous manipulations of sterile ingredients obtained from
licensed manufacturers in a sterile container or reservoir obtained from a licensed manufacturer by using
closed-system aseptic transfer; for example, TPN solutions prepared with an automated compounder.
(Note: So many risks have been associated with automated compounding of TPN solutions that its
complexity requires risk level 2 procedures.)



California State Board of Pharmacy STATE AND CONSUMER SERVICES AGENCY
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June 4, 2013
To: Members, Enforcement and Compounding Committee

Subject: Agenda Item Il (f) — Compounding Questions and Answers

To provide guidance to pharmacies and others, the board has various “Questions and Answers” on its
website in response to questions from practitioners. To reflect recent changes in the board’s
compounding regulations which took effect April 1, 2013, the Board is amending some of its “Questions
and Answers” as reflected below.

Proposed additions to the text are underscored, and deleted text is shown in strike-out.

7. Question: What happens in a situation where an IV is made to be used on a one-time
basis for administration within 72 hours for a registered in-patient of a
health care facility and the 1V product is not used and returned to the
pharmacy? Can it be reused?

Answer: No

The compounding regulations require specific records for compounded drug
products. For each compounded drug product, the pharmacy records shall include:
(1) The master formula record.

(2) The date the drug product was compounded.

(3) The identity of the pharmacy personnel who compounded the drug product.
(4) The identity of the pharmacist reviewing the final drug product.

(5) The guantity of each component used in compounding the drug product.

(6) The manufacturer, expiration date and lot number of each component. If the
manufacturer name is demonstrably unavailable, the name of the supplier may be
substituted. Exempt from the requirements of this paragraph are sterile products
compounded on a one-time basis for administration within seventy-two hours
and stored in accordance with the standards for ““Redispensed CSPs’” found
in Chapter 797 of the United States Pharmacopeia — National Formulary
(USP-NF) )35" Revision, Effective May 1, 2012) to an in-patient in a health care

facility.

product.
(8) The expiration date of the final compounded drug product.
(9) The quantity or amount of drug product compounded.

If all the information is not recorded [as provided by the exemption in (6)] then
there is a lack of complete traceability and accountability for the compounded
drug product and thus it cannot be reused.

Reference: CCR 1735.3(a).
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8. Question:

Answer:

12. Question:

Answer:

13. Question:

Answer:

Our medical center’s policies and procedures have the initial dose of an 1V

admixture compounded in the pharmacy satellite to assure timely initiation
of therapy, with all subsequent doses mixed in the central pharmacy.

Is the initial admixture compounded in the satellite pharmacy subject to the
recordkeeping requirements?

Yes, with the possible exception of documenting the manufacturer, expiration
date and lot number of each component of the admixture.
Reference: CCR 1735.3(a)(6)9.

What are the requirements for compounding documentation?

The compounding regulations require specific records for compounded drug
products. For each compounded drug product, the pharmacy records shall include:
(1) The master formula record.

(2) The date the drug product was compounded.

(3) The identity of the pharmacy personnel who compounded the drug product.
(4) The identity of the pharmacist reviewing the final drug product.

(5) The guantity of each component used in compounding the drug product.

(6) The manufacturer, expiration date and lot number of each component. If the
manufacturer name is demonstrably unavailable, the name of the supplier may be
substituted. Exempt from the requirements of this paragraph are sterile products
compounded on a one-time basis for administration within seventy-two hours
and stored in accordance with the standards for ““Redispensed CSPs’” found
in Chapter 797 of the United States Pharmacopeia — National Formulary
(USP-NF) )35" Revision, Effective May 1, 2012) to an in-patient in a health care
facility.

product.
(8) The expiration date of the final compounded drug product.
(9) The quantity or amount of drug product compounded.

If all the information is not recorded [as provided by the exemption in (6)] then
there is a lack of complete traceability and accountability for the compounded
drug product and thus it cannot be reused.

Reference: CCR 1735.3(a).

When using the record-keeping exemption in 1735.3(a)(6) to compound a
one-time Vancomycin IV with a seven-day expiration date and to be used
within_72 hours, is the manufacturer,_expiration date and lot number
required?

No.

The regulations provide for an exemption for sterile products compounded on a
one-time basis for administration within seventy-two hours and stored in




Enforcement and Compounding Committee — June 4, 2013

Agenda ltem Il (f)

Page 3

14. Question:

Answer:

23. Question:

Answer:

accordance with the standards for “Redispensed CSPs” found in Chapter
797 of the United States Pharmacopeia — National Formulary (USP-NF)
135" Revision, Effective May 1, 2012)

Reference: CCR 1735.3(a)(6)14.

When must the manufacturer,_expiration and lot number be recorded?

This information must be documented if the product is not for a one-time use for a
specific patient to be used within_72 hours.
Reference: CCR 1735.3(a)(6)15.

CCR section 1735.2 defines what must be recorded for each compounded
drug product. CCR 1735.2(d)(2) states, “Equipment to be used.” Does this
include tubing sets, spikes, needles, syringes, etc.?

No, equipment is defined in CCR 1735.1(a) as items that must be calibrated,
maintained or periodically certified — TPN compounders, homogenizers,
scales, etc. Syringes, needles, tubing sets, spikes, filers, mortar and pestle are
considered to be ancillary compounding supplies and it is not necessary to
document them on the compounding record. However, the ancillary
compounding supplies to be used to compound a drug product should be
identified on the master formula record.

Reference: CCR 1735.1(a) 1735.2(d)24.

25. Question:

Answer:

What type of auxiliary labels needs to be placed on a cytotoxic or
chemotherapy agent?

CCR 1751.2 provides direction for sterile injectable labeling reuirements.
CCR 1751.2(d) states, “All cytotoxic agents shall bear a special label with
states ‘Chemotherapy — Dispose of Properly’ or ‘Cytotoxic — Dispose of

Properly.

Reference: CCR 1751.2(d)
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June 4, 2013
To: Members, Enforcement and Compounding Committee

Subject: Agenda Item Il (g) — Outcomes of Recent Sterile Compounding Inspections

Staff will provide the committee with a summary of outcomes from recent board inspections of sterile
compounding pharmacies.
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June 4, 2013
To: Members, Enforcement and Compounding Committee

Subject: Agenda Item Il (h) — Recalls of Compounded Drugs throughout the United States

Between April 11, 2013 and May 20, 2013, the Board posted seven subscriber alerts related to
compounding drug recalls and two subscriber alerts related to cease and desist orders issued. A
summary of the alerts are listed below.

e Green Valley Drugs in Henderson, Nevada, voluntarily recalled all lots of sterile products
compounded, repackaged, and distributed by the pharmacy due to lack of sterility assurance
and concerns associated with the quality control processes.

e ApotheCure, Inc. recalled all lots of sterile products compounded by the pharmacy that are not
expired to the user. The recall was initiated due to lack of sterility assurance and concerns
associated with the quality control processes.

e NuVision Pharmacy recalled all unexpired lots of lyophilized compounds of HcG 50001U-5ml and
Sermorelin/GHRH6-5ml to the user. The recall was initiated due to the lack of sterility
assurance and concerns associated with the quality control processes identified during a FDA
inspection.

e Balances Solutions Compounding Pharmacy, LLC recalled all lots of sterile products compounded
by the pharmacy that were not expired. The recall was initiated due to concerns associated with
quality control processes, which present a lack of sterility assurance.

e Nora Apothecary & alternative Therapies recalled a multi-state recall of all sterile drug products
compounded by the pharmacy that have not reached the expiration date listed on the product.
The compounded products that are subject to the recall were products within their expiration
date that were compounded and dispensed by the pharmacy on or before Friday, April 19, 2013.
The recall was initiated due to concerns associated with quality control processes that present a
lack of sterility assurance and were observed during a recent FDA inspection.

e The U.S. Food and Drug Administration alerted health care providers, hospital supply managers,
and pharmacists that the FDA’s preliminary findings of practices at The Compounding Shop of St.
Petersburg, Florida, raised concerns about a lack of sterility assurance for sterile drugs produced
at and distributed from this site.

e Pentec Health, Inc. initiated a limited recall of in-date nutritional prescriptions for renal patients
due to lack of sterility assurance associated with one of its laminar flow hoods used in
compounding.
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e Southern California Compounding Pharmacy, LLC was issued a cease and desist order on
April 19, 2013, for any and all non-sterile compounding.

e Advance Outcome Management Pharmacy Services was issued a cease and desist order on
April 29, 2013, from furnishing sterile injectable compounded products.
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